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Alerting Abstract: WO A2 

NOVELTY - A composition (I) comprising a biologically effective amount of an anti-VEGF 
(vascular endothelial growth factor) antibody or antigen binding fragment that binds to 
substantially to the same epitope as the monoclonal antibody ATCC PTA 1595, is new. 

DESCRIPTION - A composition (I) comprising a biologically effective amount of an anti-VEGF 
antibody or antigen binding fragment that binds to substantially to the same epitope as the 
monoclonal antibody ATCC PTA 1595 and which significantly inhibits VEGF binding to the 
VEGF receptor VEGFR2 (KDR/Flk-1) without inhibiting VEGF binding to the VEGF receptor 
VEGFR1 (Flt-1). 

INDEPENDENT CLAIMS are also included for the following: 

1 .a composition (II) comprising a biologically effective amount of an ant i-VEGF antibody or 
antigen binding fragment that binds to substantially to the same epitope as the monoclonal 
antibody 2C3 (ATCC PTA 1595) for use in inhibiting angiogenesis without substantial inhibition 
of macro phages, osteoclasts or chondroclasts; 2.a kit comprising (I); 3. a hybridoma producing 
the monoclonal antibody in (I); 4.monoclonal antibody ATCC PTA 1595; 5.a method for 
preparing an anti-VEGF antibody or antigen binding fragmen t that binds to substantially to the 
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same epitope as the monoclonal ant ibody ATCC PTA 1595 comprising immunizing a non- 
human animal with an im munizing composition comprising at least a first immunogenic VEGF 
compo nent and selecting from the immunized animal an antibody that substanti ally cross-reacts 
with ATCC PTA 1595; 6.a method of detecting VEGF comprising contacting a composition 
suspecte d of containing VEGF with (I) allowing formation of a VEGF/antibody com plex and 
detecting the complex; 7.a method of inhibiting VEGF binding to the VEGF receptor VEGFR2 
without significantly inhibiting VBGF to the VEGF receptor VEGFR1 comprising c ontacting a 
homo- or heterogeneous population of cells that express VEG FR2 (KDR-Flk-1) and VEGFR1 
(Flt-1) with a biologically effective amount of (I); 8.a method for specifically inhibiting VEGF- 
induced endothelial cell prol iferation comprising contacting a population of endothelial cells 
with a biologically effective amount of (I); 9.a method for specifically inhibiting VEGF-induced 
endothelial cell prol iferation without significantly inhibiting VEGF-stimulated macrophage, 
osteoclast or chondroclast function comprising contacting a tissue cont aining endothelial cells 
and at least one of macrophages, osteoclasts o r chondroclasts with a biologically effective 
amount of (I); lO.a method of inhibiting angiogenesis comprising contacting a population of 
potentially angiogenic blood vessels with an anti-angiogenic compo sition comprising a 
biologically effective amount of (I); 1 La method for treating an angiogenic disease comprising 
administering t o an animal with an angiogenic disease at least a first pharmaceutical 
composition comprising a therapeutically effective amount of (I); 12.a method for delivering a 
diagnostic or therapeutic agent to a vascula rized tumor comprising administering to an animal 
with a vascularized tumor a biologically effective amount of (I); 13. a method for treating cancer 
comprising administering at least a first pharmaceutical composition to an animal that has, or is 
at risk of de veloping a vascularized solid tumor, a metastatic tumor or metastases from a 
primary tumor where the first pharmaceutical composition is (I) ; and 14.a method for treating 
cancer comprising: 1 .administering (I) to an animal that has a vascularized solid tumor, a 
metastatic tumor or metastases from a primary tumor, localizing the antibody of the composition 
to the tumor vasculature or stroma; and 2. subsequently administering to the animal a second 
composition that co mprises a substantially inactive prodrug that is cleaves by the biolo gical 
agent attached to the antibody in the first composition, releas ing a substantially active drug 
within the tumor vasculature or strom a. 

ACTIVITY - Cytostatic; antiproliferative. 

USE - The compositio n is useful for the treatment and diagnosis of cancer, especially vas 
cularized solid tumors. It is also useful in the manufacture of a med icament for treating cancer 
by inhibiting VEGF binding to the VEGF re ceptor VEGFR2 (KDR/Flk-1) without inhibiting 
VEGF binding to the VEGF receptor VEGFR1 (Flt-1) (claimed). The composition may also be 
used to detect VEGF in a sample. 

Technology Focus: 

BIOLOGY - Preferred Antibody: The antibody is IgG, IgM, scFv, Fv, Fab', Fab, diabody, linear 
antibody or F(ab*)2 antigen-binding fragment of an antibody. The antibody is a dimer, trimer or 
multimer, is human, humanized part-human, chimeric or a recombinant antibody. In addition it 
comprises an antigen-binding region attached to a human antibody framework or constant region 


8 


The antibody comprises a first variable region including a fully defined 127, 1 15 amino acid 
sequence (given in the specification). The antibody is attached to at least a first biological agent 
especially one which cleaves a substantially inactive prodrug to release a substantially active 
drug, preferably an alkaline phosphatase that cleaves a substantially inactive phosphate pro-drug. 
The antibody may also be attached to at least a first therapeutic or diagnostic agent. 

Preparation: The antibodies in the composition are prepared by standard recombinant and 
hybridoma technologies. 

Preferred Agent: The therapeutic agent is a chemotherapeutic, radiotherapeutic, anti-angiogenic 
(especially angiopoietin-2, endostatin, angiostatin, vasculostatin, canstatin or maspin), apotosis- 
inducing, steroid, antimetabolite, anthracycline, vinca alkaloid, anti-tubulin (especially 
colchicine, taxol, vinblastine, vincristine, vindescine or a combretastatin), a coagulant (especially, 
Factor 11(a), Factor VII(a), Factor IX(a), Factor x(a) a vitamin K-dependent coagulant that lacks 
the Gla modification, Russell's viper venom Factor X activator, thromboxane A2, thromboxane 
A2 synthase or alpha2-antiplasmin), Tissue Factor (TF) (especially a human TF, a mutant TF 
deficient in the ability to activate Factor VII, a di-, tri- or polymeric TF or derivative or 
especially a truncated TF), antibiotic, cytokine, alkylating or coagulating agent. The antibody is 
attached to a cytotoxic, cytostatic, or anticellular agent capable of killing or suppressing the 
growth or cell division of endothelial cells, a plant-, fungus- or bacteria-derived toxin, an A chain 
toxin, a ribosome inactivating protein, alpha-sarcin, gelonin, aspergillin, restrictocin, a 
ribonuclease, an epipodophyllotoxin, diptheria toxin or -Pseudomonas ~ toxin. The antibody 
may also be attached to a (deglycosylated) ricin A chain. 

Preferred Detection Agent: The antibody is attached to a diagnostic, imaging or detectable agent 
especially an X-ray detectable compound, a radioactive ion or a nuclear magnetic spin-resonance 
isotope, the antibody may also be bound to biotin, avidin or an enzyme that generates a colored 
product upon contact with a chromogenic substrate. 

Preferred Method: The antibody is attached to the biological agent as a fusion protein prepared 
by expressing a recombinant vector that comprises in the same reading frame DNA segments 
encoding the antibody and biological agent, the antibody may be attached to the biological agent 
via a biologically resealable bond or selectively cleavable linker especially one comprising a 
cleavage site for (pro-)urokinase, plasmin, plasminogen, TGFbeta, staphylokinase, Thrombin, 
Factor IXa, Factor Xa, a metalloprotease, an interstitial collagenase, a gelatinase or a stromelysin. 
The non-human animal is a transgenic mouse comprising a human antibody library. The 
immunization process comprises: 

1 .administering (I) to a non-human animal; 2.preparing a combinatorial immunoglobulin 
phagemid library expressing RN A isolated from the spleen of the immunized animal; 3. selecting 
from the library a clone expressing an anti-VEGF antibody whi ch substantially cross-reacts with 
the monoclonal antibody 2C3 (ATCC PT A 1595); and 4.expressing the anti VEGF antibody- 
encoding nucleic acids from the clone to provide a recombinant anti-VEGF antibody. 
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Language: ZH 

Application: CN 2000809417 A 20000428 (Local application) 
Priority: US 1999131432 P 19990428 

Original IPC: C07K-16/28(A) A61K-38/18(B) A61K-39/395(B) A61P-35/00(B) C12N-5/20(B) 
C12N-15/13(B) G01N-33/577(B) 

Current IPC: A61K-39/395(R,A,I,M,EP,20060101,20051008,A) A61K- 

39/395(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) A6 1 K- 
47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 1 4/43 5(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 
1 4/52(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) C07K- 1 6/ 1 8(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 
1 6/22(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) C07K-5/00(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 
5/1 03(R,I,M,EP,20060 1 0 1 ,2005 1 008,A) 

Germany 

Publication Number: DE 6001 1612 E (Update 200450 E) 
Publication Date: 20040722 

**Zusammensetzungen und Verfahren zur Krebsbehandlung durch die selektive Hemmung von 
VEGF** 

Assignee: UNIV TEXAS SYSTEM; US (TEXA) 
Language: DE 

Application: DE 6001 1612 A 20000428 (Local application) EP 2001 125821 A 20000428 
(Application) 

Priority: US 1999131432 P 19990428 

Related Publication: EP 1 179541 A (Based on OPI patent ) 

Original IPC: C07K-16/28(A) A61K-38/18(B) A61K-3 9/395 (B) A61P-35/00(B) C12N-5/20(B) 
C12N- 15/ 13(B) G01N-33/577(B) 

Current IPC: C07K-16/28(A) A61K-38/18(B) A61K-3 9/3 95(B) A61P-35/00(B) C12N-15/13(B) 

C12N-5/20(B) G01N-33/577(B)|DE 6001 1612 T2 (Update 200550 E) 

Publication Date: 20050707 

Assignee: UNIV TEXAS SYSTEM; US (TEXA) 

Inventor: BREKKEN R A THORPE P E 

Language: DE 

Application: DE 6001 1612 A 20000428 (Local application) EP 2001 125821 A 20000428 
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(Application) 

Priority: US 1999131432 P 19990428 

Related Publication: EP 1 179541 A (Based on OPI patent ) 

Original IPC: C07K-16/28(A) A61K-38/18(B) A61K-3 9/3 95(B) A61P-35/00(B) C12N-5/20(B) 
C12N-15/13(B) G01N-33/577(B) 

Current IPC: C07K-16/28(A) A61K-38/18(B) A61K-39/395(B) A61P-35/00(B) C12N-15/13(B) 
C12N-5/20(B) G01N-33/577(B) 

European Patent Office 

Publication Number: EP 1179541 Al (Update 200219 E) 
Publication Date: 20020213 

**Zusammensetzungen und Verfahren zur Krebsbehandlung durch die selektive Hemmung von 
VEGF Compositions and methods for cancer treatment by selectively inhibiting VEGF 
Compositions et procedes de traitment du cancer par l'inhibition selective du VEGF** 
Assignee: BOARD OF REGENTS, THE UNIVERSITY OF TEXAS SYSTEM, Office of 
General Council, 201 West 7th Street, Austin, Texas 78701, US (TEXA) 
Agent: Gowshall, Jonathan Vallance, FORRESTER BOEHMERT Pettenkoferstrasse 20-22, 
80336 Munchen, DE 
Language: EN 

Application: EP 2001125821 A 20000428 (Local application) 
Priority: US 1999131432 P 19990428 

Designated States: (Regional Original) AL AT BE CH CY DE DK ES FI FR GB GR IE IT LI 
LT LU LV MC MK NL PT RO SE SI 

Original IPC: C07K-16/28(A) A61K-38/18(B) A61K-39/395(B) A61P-35/00(B) C12N-5/20(B) 
C12N-15/13(B) G01N-33/577(B) 

Current IPC: A61K-47/48(R,I,M,EP,20060101,20051008,A) A61K- 

47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 1 4/435(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 
1 4/52(R,I,M,EP,20060 1 0 1 ,2005 1 008,A) C07K- 1 6/1 8(R,I,M,EP,20060 1 01 ,2005 1 008,C) C07K- 
1 6/22(R,I,M,EP,20060 1 01 ,2005 1 008,A) C07K-5/00(R,I,M,EP,20060 1 01 ,2005 1 008,C) C07K- 
5/1 03(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) 

Original Abstract: Disclosed are antibodies that specifically inhibit VEGF binding to only one 
(VEGFR2) of the two VEGF receptors. The antibodies effectively inhibit angiogenesis and 
induce tumor regression, and yet have improved safety due to their specificity. The present 
invention thus provides new antibody-based compositions, methods and combined protocols for 
treating cancer and other angiogenic diseases. Advantageous immunoconjugate and prodrug 
compositions and methods using the new VEGF-specific antibodies are also provided. 
Claim: 1 .A composition comprising a biologically effective amount of an immunoco njugate that 
comprises an anti-VEGF antibody, or antigen-binding fragme nt thereof, operatively attached to 
at least a first biological agent; wherein said antibody or antigen-binding fragment thereof binds 
to subs tantially the same epitope as the monoclonal antibody ATCC PTA 1595 and significantly 
inhibits VEGF binding to the VEGF receptor VEGFR2 (KDR/F lk-1) without significantly 
inhibiting VEGF binding to the VEGF recepto r VEGFR1 (Flt-1).|EP 1 179541 Bl (Update 
200439 E) 

Publication Date: 20040616 

**Zusammensetzungen und Verfahren zur Krebsbehandlung durch die selektive Hemmung von 
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VEGF Compositions and methods for cancer treatment by selectively inhibiting VEGF 
Compositions et procedes de traitment du cancer par rinhibition selective du VEGF** 
Assignee: BOARD OF REGENTS, THE UNIVERSITY OF TEXAS SYSTEM, Office of the 
General Counsel, 201 West 7th Street, Austin, Texas 78701, US (TEXA) 
Inventor: BREKKEN RAD Thorpe, Philip Edward Dr., 531 1 Nakoma Drive, Dallas, Texas 
75209, US 

Agent: Gowshall, Jonathan Vallance, FORRESTER BOEHMERT, Pettenkoferstrasse 20-22, 
80336 Munchen, DE 
Language: EN 

Application: EP 2000930183 A 20000428 (Division of application) EP 2001 125821 A 20000428 

(Local application) 

Priority: US 1999131432 P 19990428 

Related Publication: EP 1 185559 A (Division of patent) 

Designated States: (Regional Original) AT BE CH CY DE DK ES FI FR GB GR IE IT LI LU 
MC NL PT SE 

Original IPC: C07K-16/28(A) A61K-38/18(B) A61K-39/395(B) A61P-35/00(B) C12N-5/20(B) 
C12N-15/13(B) G01N-33/577(B) 

Current IPC: A61K-47/48(R,I,M,EP,20060 10 1,2005 1008, A) A61K- 

47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 1 4/435(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 
1 4/52(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) C07K- 1 6/1 8(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 
1 6/22(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) C07K-5/00(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 
5/1 03(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) 

Claim: l.Eine Zusammensetzung, umfassend eine biologisch wirksame Menge eines au 
fgereinigten Anti-VEGF-Antikorpers oder eines Antigen-bindenden Fragmen ts davon, der an im 
wesentlichen dasselbe Epitop wie der monoklonale An tikorper ATCC PTA 1595 bindet und der 
signifikant die VEGF-Bindung an d en VEGF-Rezeptor VEGFR2 (KDR/Flk-1) inhibiert, ohne 
signifikant die VEG F-Bindung an den VEGF-Rezeptor VEGFR1 (Flt-1) zu inhibieren. 1 .A 
composition comprising a biologically effective amount of a purified anti-VEGF antibody, or 
antigen-binding fragment thereof, that binds to substantially the same epitope as the monoclonal 
antibody ATCC PTA 1595 and that significantly inhibits VEGF binding to the VEGF receptor 
VEGF R2 (KDR/Flk-1) without significantly inhibiting VEGF binding to the VEG F receptor 
VEGFR1 (Flt-1). 1 .Composition comprenant une quantite biologiquement efficace d'un antico 
rps anti-VEGF purifie, d'un de ses fragments de liaison d'antigene, qui se lie pratiquement au 
meme epitope que l'anticorps monoclonal ATCC PA T 1595 et qui inhibe de maniere 
significative la liaison du VEGF au rec epteur de VEGF VEGFR2 (KDR/Flk-1) sans inhiber de 
maniere significative la liaison du VEGF au recepteur de VEGF VEGFR1 (Flt-1).|EP 1 185559 
A2 (Update 200225 E) 
Publication Date: 20020313 

* *ZUS AMMENSETZUNGEN UND V ERFAHREN ZUR KREBSBEHANDLUNG DURCH 
DIE SELEKTIVE HEMMUNG VON VEGF COMPO SITIONS AND METHODS FOR 
CANCER TREATMENT BY SELECTIVELY INHIBITING VEGF COMPOSITIONS ET 
PROCEDES DE TRAITEMENT DU CANCER PAR INHIBITION SELECT IVE DE VEGF** 
Assignee: BOARD OF REGENTS, THE UNIVERSITY OF TEXAS SYSTE M, Office of 
General Council, 201 West 7th Street, Austin, Texas 78701, US 
Inventor: THORPE, Philip, Edward, 531 1 Nakoma Drivelevard, Dallas, TX 75209, US 
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BREKKEN, Rolf, A., 14304 25th Avenue NE, Seattle, WA 98125 , US 

Agent: Gowshall, Jonathan Vallance, FORRESTER BOEHMERT, Pettenkof erstrasse 20-22, 

80336 Munchen, DE 

Language: EN 

Application: EP 2000930 183 A 20000428 (Local application) WO 2000US1 1367 A 20000428 
(PCT Appli cation) EP 2001 125821 A 20000428 (Related to application) 
Priority: US 1999131432 P 19990428 

Related Publication: EP 1 179541 A (Related to pa tent) WO 2000064946 A (Based on OPI 
patent ) 

Designated States: (Regio nal Original) AL AT BE CH CY DE DK ES FI FR GB GR IE IT LI 
LT LU LV MC MK NL PT RO SE SI 

Original IPC: C07K-16/28(A) A61K-38/18(B) A61K-39/395 (B) A61P-35/00(B) C12N-5/20(B) 
C12N-15/13(B) G01N-33/577(B) 

Current IPC: A61K-39/395(R,I,M,EP,20060101,20051008,A) A61K- 

39/395(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) A6 1 K- 
47/48(R,I,M,EP,200601 0 1 ,2005 1 008,C) C07K- 14/43 5(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 
14/52(R,I,M,EP,20060101,20051008,A) C07K-16/18(R,I,M,EP,20060101 ,20051008,C) C07K- 
1 6/22(R,I,M,EP,200601 01 ,2005 1 008,A) C07K-5/00(R,I,M,EP,20060101 ,2005 1 008,C) C07K- 
5/1 03(R,I,M,EP,20060 1 0 1 ,2005 1 008,A) 

Original Abstract: Disclosed are antibodies that specifically inhibit VEGF binding to only one 
(VEGFR2) of the two VEGF receptors. The antibodies effectively inhibit angiogenesis and 
induce tumor regression, and yet have improved safety due to their specificity. The present 
invention thus provides new antibody-based compositions, methods and combined protocols for 
treating cancer and other angiogenic diseases. Advantageous immunoconjugate and prodrug 
compositions and methods using the new VEGF-specific antibodies are also provided. 

Spain 

Publication Number: ES 2223705 T3 (Update 200519 E) 
Publication Date: 20050301 
Assignee: UNIV TEXAS SYSTEM (TEXA) 
Language: ES 

Application: EP 2001125821 A 20000428 (Application) 

Priority: US 1999131432 P 19990428 

Related Publication: EP 1 179541 A (Based on OPI patent ) 

Original IPC: C07K-16/28(A) A61K-38/18(B) A61K-39/395(B) A61P-35/00(B) C12N-5/20(B) 
C12N-15/13(B) G01N-33/577(B) 

Current IPC: A61K-39/395(R,I,M,EP,20060101,20051008,A) A61K- 

39/395(R,I,M,EP,20060 1 01 ,2005 1 008,C) A6 1 K-47/48(R,I,M,EP,200601 0 1 ,2005 1 008,A) A6 1 K- 
47/48(R,I,M,EP,20060101,20051008,C) C07K-14/435(R,I,M,EP,20060101,20051008,C) C07K- 
1 4/52(R,I,M,EP,20060 1 0 1 ,2005 1 008,A) C07K- 1 6/1 8(R,I,M,EP,200601 0 1 ,2005 1 008,C) C07K- 
1 6/22(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) C07K-5/00(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 
5/1 03(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) 

Japan 

Publication Number: JP 2002543093 W (Update 200312 E) 
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Publication Date: 2002 1217 
Language: J A (349 pages) 

Application: JP 2000614295 A 20000428 (Local application) WO 2000US1 1367 A 20000428 
(PCT Application) 

Priority: US 1999131432 P 19990428 

Related Publication: WO 2000064946 A (Based on OPI patent ) 

Original IPC: A61K-39/395(A) A61K-45/00(B) A61K-47/48(B) A61P-9/10(B) A61P-27/02(B) 
A61P-35/00(B) A61P-43/00(B) C07K-16/30(B) C12N-5/02(B) C12N-5/10(B) C12N-15/02(B) 
C12P-21/08(B) 

Current IPC: A61K-39/395(A) A61K-45/00(B) A61K-47/48(B) A61P-27/02(B) A61P-35/00(B) 
A61P-43/00(B) A61P-9/10(B) C07K-16/30(B) C12N-15/02(B) C12N-5/02(B) C12N-5/10(B) 
C12P-21 /08(B) 

Republic of Korea 

Publication Number: KR 2002019905 A (Update 200263 E) 

Publication Date: 20020313 

Assignee: UNIV TEXAS SYSTEM (TEXA) 

Language: KO 

Application: KR 2001713746 A 2001 1026 (Local application) 
Priority: US 1999131432 P 19990428 
Original IPC: A61K-39/395(A) 
Current IPC: A61K-39/395(A) 

Mexico 

Publication Number: MX 2001010891 Al (Update 200376 E) 

Publication Date: 20021 101 

Assignee: UNIV TEXAS SYSTEM (TEXA) 

Inventor: THORPE P E BREKKEN R A 

Language: ES 

Application: WO 2000US1 1367 A 20000428 (PCT Application) MX 2001 10891 A 2001 1026 

(Local application) 

Priority: US 1999131432 P 19990428 

Related Publication: WO 2000064946 A (Based on OPI patent )|MX 235012 B (Update 200651 
E) 

Publication Date: 20060317 
Assignee: UNIV TEXAS SYSTEM (TEXA) 
Inventor: THORPE P E BREKKEN R A 
Language: ES 

Application: WO 2000US1 1367 A 20000428 (PCT Application) MX 2001 10891 A 2001 1026 

(Local application) 

Priority: US 1999131432 P 19990428 

Related Publication: WO 2000064946 A (Based on OPI patent ) 

Original IPC: A61K-39/395(A) A61P-35/00(B) C07K-16/28(B) C12N-15/13(B) C12N-5/20(B) 
G01N-33/577(B) 
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Current IPC: A61K-39/3 95(A) A61P-35/00(B) C07K-16/28(B) C12N-15/13(B) C12N-5/20(B) 
G01N-33/577(B) 

New Zealand 

Publication Number: NZ 514918 A (Update 200382 E) 
Publication Date: 20031 128 
Assignee: UNIV TEXAS SYSTEM (TEXA) 
Inventor: THORPE P E BREKKEN R A 
Language: EN 

Application: NZ 514918 A 20000428 (Local application) WO 2000US11367 A 20000428 (PCT 
Application) 

Priority: US 1999131432 P 19990428 

Related Publication: WO 2000064946 A (Based on OPI patent ) 

Original IPC: C07K-16/00(A) A61K-38/18(B) A61K-3 9/3 95(B) A61P-35/00(B) C07K-16/28(B) 
C12N-5/20(B) C12N-15/13(B) G01N-33/577(B) 

Current IPC: C07K-16/00(A) A61K-38/18(B) A61K-39/395(B) A61P-35/00(B) C07K-16/28(B) 
C12N-15/13(B) C12N-5/20(B) G01N-33/577(B) 

United States 

Publication Number: US 200201 19153 Al (Update 200259 E) 
Publication Date: 20020829 

**Antibody conjugate formulations for selectively inhibiting VEGF** 

Assignee: Board of Regents, The University of Texas System, US (TEXA) 

Inventor: Thorpe, Philip E., Dallas, TX, US Brekken, Rolf A., Seattle, WA, US 

Agent: Shelley P.M. Fussey, WILLIAMS, MORGAN AMERSON, P.C., Suite 250, 7676 

Hillmont, Houston, TX, US 

Language: EN 

Application: US 1999131432 P 19990428 (Related to Provisional) US 2000561 108 A 20000428 

(Continuation of application) US 2001998831 A 2001 1 130 (Local application) 

Original IPC: A61K-39/395(A) C07K-16/22(B) 

Current IPC: A61K-39/395(R,LM,EP,20060101,20051008,A) A61K- 

39/395(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) A6 lK-47/48(R,I,M,EP,20060 1 01 ,2005 1 008, A) A6 1 K- 
47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K-1 4/435(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 
1 4/52(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) C07K- 1 6/ 1 8(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 
1 6/22(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) C07K- 1 6/24(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) C07K- 
5/00(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K-5/1 03(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) 
Original US Class (secondary): 424145.1 530388.24 424133.1 

Original Abstract: Disclosed are antibodies that specifically inhibit VEGF binding to only one 
(VEGFR2) of the two VEGF receptors. The antibodies effectively inhibit angiogenesis and 
induce tumor regression, and yet have improved safety due to their specificity. The present 
invention thus provides new antibody-based compositions, methods and combined protocols for 
treating cancer and other angiogenic diseases. Advantageous immunoconjugate and prodrug 
compositions and methods using the new VEGF-specific antibodies are also provided. 
Claim: What is claimed is: l.**l**. A composition comprising at least a first immunoconjugate 
compr ising at least a first anti-VEGF antibody, or antigen-binding fragment thereof, that binds 
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to substantially the same epitope as the monoclonal antibody 2C3 (ATCC PTA 1595) operatively 
attached to at least a first biological agent.|US 20030175276 Al (Update 200362 E) 
Publication Date: 20030918 

** Antibody methods for selectively inhibiting VEGF** 

Assignee: Board of Regents, The University of Texas System, US (TEXA) 

Inventor: Thorpe, Philip E., Dallas, TX, US Brekken, Rolf A., Seattle, WA, US 

Agent: Shelley P.M. Fussey, Ph.D., WILLIAMS, MORGAN AMERSON, P.C., 10333 

Richmond, Suite 1 100, Houston, TX, US 

Language: EN 

Application: US 1999131432 P 19990428 (Related to Provisional) US 2000561499 A 20000428 
(Continuation of application) US 2003373561 A 20030224 (Local application) 
Related Publication: US 6524583 A (Continuation of patent) 
Original IPC: A61K-3 9/3 95(A) G01N-33/53(B) G01N-33/567(B) 
Current IPC: A61K-39/395(R,I 5 M,EP,20060101,20051008,A) A61K- 

39/395(R,I,M,EP,20060101,20051008,C) A61K-47/48(R,I,M,EP,20060101,20051008,A) A61K- 
47/48(R,I,M,EP,20060101,20051008,C) C07K-14/435(R,I,M,EP,20060101,20051008,C) C07K- 
14/52(R,I,M,EP,20060101,20051008,A)C07K-16/18(R,I,M,EP,20060101,20051008,C) C07K- 
16/22(R,I,M,EP,20060101,20051008,A) C07K- 16/24(R,I,M,EP,20060 10 1,2005 1008, A) C07K- 
5/00(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K-5/1 03(R,I,M,EP,20060 1 0 1 ,2005 1 008,A) 
Original US Class (secondary): 424145.1 4357.2 

Original Abstract: Disclosed are antibodies that specifically inhibit VEGF binding to only one 
(VEGFR2) of the two VEGF receptors. The antibodies effectively inhibit angiogenesis and 
induce tumor regression, and yet have improved safety due to their specificity. The present 
invention thus provides new antibody-based compositions, methods and combined protocols for 
treating cancer and other angiogenic diseases. Advantageous immunoconjugate and prodrug 
compositions and methods using the new VEGF-specific antibodies are also provided. 
Claim: What is claimed is: 1. 2.**1**. A method of detecting VEGF, comprising contacting a 
composition suspected of containing VEGF with at least a first anti-VEGF antibody, or antigen- 
binding fragment thereof, that binds to substantially the sa me epitope as the monoclonal 
antibody 2C3 (ATCC PTA 1595), under condit ions effective to allow the formation of 
VEGF/antibody complexes and de tecting the complexes so formed.|US 20050123537 Al 
(Update 200538 E) 
P ublication Date: 20050609 

**Antibody conjugate methods for selectively inhibiting VEGF** 

Assignee: Board of Regents, The University of Texas S ystem, US Thorpe, Philip E., Dallas, TX, 
US Residence: US Nationality: US Brekken, Rolf A., Seattle, WA, US Residence: US 
Nationality: US 

Inve ntor: Thorpe, Philip E., Dallas, TX, US Residence: US Nationality: US B rekken, Rolf A., 
Seattle, WA, US Residence: US Nationality: US 

Agent: S helley P.M. Fussey, Ph.D., WILLIAMS, MORGAN AMERSON, P.C., 10333 Richm 
ond, Suite 1 100, Houston, TX, US 
Language: EN 

Application: US 199913143 2 P 19990428 (Related to Provisional) US 2000561005 A 20000428 
(Divisio n of application) US 2003738404 A 20031217 (Local application) 
Related Publication: US 6703020 A (Division of patent) 


18 


Original IPC: A61K-39/3 95(A) A61K-39/40(B) A61K-51/00(B) 
Current IPC: A61K-39/395(R,I,M,EP,200 60101,20051008,A) A61K- 
39/395(R,I,M,EP,20060101,20051008,C) A61K-47/48( R,I,M,EP,20060101,20051008,A) 
A61K-47/48(R,I,M,EP,20060101,20051008,C) C07K-14/435(R,I,M,EP,20060101,20051008,C) 
C07K-14/52(R,I,M,EP,20060101,20051008,A)C07K-16/18(R,I 5 M,EP,20060101,20051008,C) 
C07K- 1 6/22(R,I,M,E P,20060 1 0 1 ,2005 1 008, A) C07K-5/00(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) 
C07K-5/1 03(R,I,M,EP,20060101,20051008,A) 
Original US Class (secondary): 424143. 1 4241.49 424178.1 

Original Abstract: Disclosed are antibodies that spe cifically inhibit VEGF binding to only one 
(VEGFR2) of the two VEGF rec eptors. The antibodies effectively inhibit angiogenesis and 
induce tumo r regression, and yet have improved safety due to their specificity. Th e present 
invention thus provides new antibody-based compositions, meth ods and combined protocols for 
treating cancer and other angiogenic dis eases. Advantageous immunoconjugate and prodrug 
compositions 

Claim: l.**l**-**2**. (canceled)|US 6342219 Bl (Update 200210 E) 
Publication Da te: 20020129 

** Antibody compositions for selectively inhibiting VEGF.** 

Assignee: Board of Regents, The University of Texas System, Austin, TX , US 

Inventor: Thorpe, Philip E., Dallas, TX, US Brekken, Rolf A., Seat tie, WA, US 

Agent: Williams, Morgan and Amerson 

Language: EN 

Applicatio n: US 1999131432 P 19990428 (Related to Provisional) US 2000561500 A 20 
000428 (Local application) 

Original IPC: A61K-39/395(A) C07K-16/00(B) C 12P-21/08(B) 

Current IPC: A61K-39/395(R,I,M,EP,2006010 1,2005 1008, A) A61 K- 

3 9/395(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,200 5 1 008, A) 

A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 1 4/435(R,I,M,EP, 20060 1 0 1 ,2005 1 008,C) 

C07K-14/52(R,I,M,EP,20060101,20051008,A) C07K-16/1 8(R,I,M,EP,20060101,20051008,C) 

C07K- 1 6/22(R,I,M,EP,20060 1 0 1 ,2005 1 008,A ) C07K- 1 6/24(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) 

C07K-5/00(R,LM,EP,20060101,20051008,C) C07K-5/103(R,I,M,EP,20060101,20051008,A) 

Original US Class (secondary): 424145.1 424133.1 424134.1 424135.1 424141.1 424142.1 4241 

43.1 43569.1 435335 435810 530387.1 530387.3 530388.1 530388.15 530388. 23 530391.1 

530391.3 530391.5 530391.7 530809 530864 530865 530866 

Orig inal Abstract: Disclosed are antibodies that specifically inhibit VEGF binding to only one 
(VEGFR2)of the two VEGF receptors. The antibodies e ffectively inhibit angiogenesis and 
induce tumor regression, and yet ha ve improved safety due to their specificity. The present 
invention thus provides new antibody-based compositions, methods and combined protoco Is for 
treating cancer and other angiogenic diseases. Advantageous immu noconjugate and prodrug 
compositions and methods using the new VEGF-spe cific antibodies are also provided. 
Claim: l.A composition comprising a biologically effective amount of a purified anti-VEGF 
antibody, or antigen-binding fragment thereof, that binds to the same epitope as the monoclonal 
antibody 2C3 produced by hybridoma A TCC PTA 1595 and that significantly inhibits VEGF 
binding to the VEGF r eceptor VEGFR2 (KDR/Flk-1) without significantly inhibiting VEGF 
bindin g to the VEGF receptor VEGFR1 (Flt-l).|US 6342221 Bl (Update 200210 E) 
Publication Date: 20020129 
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**Antibody conjugate compositions for selec tively inhibiting VEGF.** 
Assignee: Board of Regents, The University of Texas System, Austin, TX, US 
Inventor: Thorpe, Philip E., Dallas, TX, US Brekken, Rolf A., Seattle, WA, US 
Agent: Williams, Morgan and Amerso n 
Language: EN 

Application: US 1999131432 P 19990428 (Related to Provis ional) US 2000561 108 A 20000428 
(Local application) 

Original IPC: A61K- 39/44(A) A61K-39/395(B) 
Current IPC: A61K-39/395(R,I,M,EP,20060101,2005 1008,A) A61K- 
39/395(R,I,M,EP,20060101,20051008,C)A61K-47/48(R,I,M,EP,2 0060101 5 20051008,A) 
A61K-47/48(R,I,M,EP,20060101,20051008,C) C07K-14/43 5(R,I,M,EP,20060101,20051008,C) 
C07K-14/52(R,I,M,EP,20060101,20051008,A)C07K-16/18(R,I,M,EP,20060101 5 20051008,C) 
C07K-16/22(R,I,M,EP,200601 01 ,2005 1 008,A) C07K-1 6/24(R,I,M,EP,20060 101 ,2005 1 008,A) 
C07K-5/00(R,I,M,E P,200601 01 ,2005 1008,C) C07K-5/103(R,I,M,EP,200601 01 ,2005 1 008,A) 
Origina 1 US Class (secondary): 424178.1 424130.1 424179.1 424181.1 424183.1 42 4193.1 
424195.11 4241.49 4241.53 4249.3 4249.34 4249.6 4357.21 43569.1 43570.21 435810 4357.23 
4357.1 530391.1 530391.3 530391.5 530391.7 5303 91.9 

Original Abstract: Disclosed are antibodies that specifically inhi bit VEGF binding to only one 
(VEGFR2)of the two VEGF receptors. The ant ibodies effectively inhibit angiogenesis and 
induce tumor regression, a nd yet have improved safety due to their specificity. The present 
inven tion thus provides new antibody-based compositions, methods and combine d protocols for 
treating cancer and other angiogenic diseases. Advantag eous immunoconjugate and prodrug 
compositions and methods using the new VEGF-specific antibodies are also provided. 
Claim: l.A composition comprising at least a first immunoconjugate comprising at least a first 
anti-VEGF antibody, or antigen-binding fragment thereof, that binds to substantially the same 
epitope as the monoclonal antibod y 2C3 produced by hybridoma ATCC PTA 1595 operatively 
attached to at le ast a first biological agent.|US 6416758 Bl (Update 200253 E) 
Publicat ion Date: 20020709 

**Antibody conjugate kits for selectively inhibiting VEGF.** 

Assignee: Board of Regents, The University of Texax System, Au stin, TX, US 

Inventor: Thorpe, Philip E., Dallas, TX, US Brekken, Rolf A., Seattle, WA, US 

Agent: Williams, Morgan and Amerson 

Language: EN 

Ap plication: US 1999131432 P 19990428 (Related to Provisional) US 2000561 526 A 
20000428 (Local application) 

Original IPC: A61K-38/36(A) C07K-16/ 22(B) C12P-21/08(B) 
Current IPC: A61K-47/48(R,I,M,EP,20060101, 2005 1008, A) A61K- 
47/48(R,I,M,EP,20060101,20051008,C) C07K-14/435(R,I,M,EP,200601 01,2005 1008,C) 
C07K- 1 4/52(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) C07K- 1 6/ 1 8(R,I, M,EP,20060 1 0 1 ,2005 1 008,C) 
C07K-16/22(R,I,M,EP,20060101,20051008,A)C07K-16/24(R,I,M,EP,20060101,20051008,A) 
C07K-5/00(R,I,M,EP,20060101,200510 08,C) C07K-5/103(R,I,M,EP,20060101,20051008,A) 
Original US Class (secon dary): 424145.1 4241.49 4241.53 4241.69 4249.2 4249.3 424133.1 
424134.1 424135.1 424141.1 424142.1 424145.1 424178.1 424179.1 424181.1 424183. 1 
424195.11 4357.23 43569.1 43569.6 43569.7 43570.21 435810 530387.3 53 0388.1 530388.15 
530388.24 530391.3 530391.7 530391.9 
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Original Abstract : Disclosed are antibodies that specifically inhibit VEGF binding to on ly one 
(VEGFR2)of the two VEGF receptors. The antibodies effectively in hibit angiogenesis and 
induce tumor regression, and yet have improved s afety due to their specificity. The present 
invention thus provides new antibody-based compositions, methods and combined protocols for 
treati ng cancer and other angiogenic diseases. Advantageous immunoconjugate a nd prodrug 
compositions. 

Claim: 1 .A kit comprising, in at least a first composition: * (a) at least a first immunoconjugate 
comprising at least a first biol ogical agent operatively attached to at least a first anti-VEGF antib 
ody, or antigen-binding fragment thereof, wherein said anti-VEGF anti body, or antigen-binding 
fragment thereof, effectively competes with the monoclonal antibody 2C3, produced by 
hybridoma ATCC PTA 1595, for binding to VEGF; and * (b) at least a second biological 
agent.|US 6524583 Bl (Update 200323 E) 
Publication Date: 20030225 

** Antibody methods for selectively inh ibiting VEGF** 

Assignee: Board of Regents, The University of Texas Sy stem, Austin, TX, US 

Inventor: Thorpe, Philip E., Dallas, TX, US Brek ken, Rolf A., Seattle, WA, US 

Agent: Williams, Morgan and Amerson, US 

Language: EN 

Application: US 1999131432 P 19990428 (Related to Provi sional) US 2000561499 A 20000428 
(Local application) 

Original IPC: A6 lK-39/395(A) C07K-16/00(B) C12P-21/08(B) 
Current IPC: A61K-39/395(R,I ,M 5 EP,20060101,20051008,A) A61K- 

39/395(R,I,M,EP,20060101,20051008,C) A61K-47/48(R,I,M,EP,20060 10 1,2005 1008, A) A61K- 
47/48(R,I,M,EP,20060101 ,20051008,C) C07K-14/435(R,I,M,EP,20060101,20051008,C) 
C07K-14/52(R,I ,M,EP,20060 10 1,2005 1008, A) C07K-16/18(R,I,M,EP,20060101,20051008 3 C) 
C 07K-16/22(R,I,M,EP,20060101,20051008,A) C07K-16/24(R,I,M,EP,20060101, 20051008,A) 
C07K-5/00(R,I,M,EP,20060 1 01 ,2005 1 008,C) C07K-5/ 1 03(R,I,M, EP,20060 1 0 1 ,2005 1 008, A) 
Original US Class (secondary): 424145.1 42413 3.1 424135.1 424141.1 530387.1 530388.1 
530388.15 530388.25 530809 53 0864 530865 530866 

Original Abstract: Disclosed are antibodies that s pecifically inhibit VEGF binding to only one 
(VEGFR2) of the two VEGF receptors. The antibodies effectively inhibit angiogenesis and indue 
e tumor regression, and yet have improved safety due to their specifi city. The present invention 
thus provides new antibody-based composit ions, methods and combined protocols for treating 
cancer and other an giogenic diseases. Advantageous immunoconjugate and prodrug compositi 
ons and methods using the new VEGF-specific antibodies are also provided. 
Claim: What is claimed is: 1 . 1 . A method of inhibiting VEGF binding to the VEGF receptor 
VEGFR2, wit hout significantly inhibiting VEGF binding to the VEGF receptor VEGFR1, the 
method comprising contacting a cell population including cells tha t express VEGFR2 
(KDR/Flk-1) and cells that express VEGFR1 (Flt-1) with a composition comprising a 
biologically effective amount of at least a first anti-VEGF antibody that binds to substantially the 
same epitope as the monoclonal antibody 2C3 produced by hybridoma ATCC PTA 1595, or an 
antigen-binding fragment of said antibody. 2.4. A method of inhibiting angiogenesis, comprising 
contacting a populat ion of potentially angiogenic blood vessels with at least a first anti- 
angiogenic composition comprising a biologically effective amount of at least a first anti-VEGF 
antibody, or antigen-binding fragment thereof, that binds to substantially the same epitope as the 
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monoclonal antibod y 2C3 produced by hybridoma ATCC PTA 1595.|US 6676941 B2 (Update 
20040 5 E) 

Publication Date: 200401 13 

**Antibody conjugate formulations for s electively inhibiting VEGF** 
Assignee: Board of Regents, The University of Texas System, Austin, TX, US 
Inventor: Thorpe, Philip E., Dallas, T X, US Brekken, Rolf A., Seattle, WA, US 
Agent: Williams, Morgan and Ame rson, US 
Language: EN 

Application: US 1999131432 P 19990428 (Related to Provisional) US 2000561108 A 20000428 

(Continuation of application) US 2001998831 A 2001 1 130 (Local application) 

Related Publication: US 6342 221 A (Continuation of patent) 

Original IPC: A61K-39/44(A) A61K-39/395 (B) 

Current IPC: A61K-39/395(R,I,M,EP 5 20060101,20051008,A) A61K- 

39/3 95( R,I,M,EP,20060 1 0 1 ,2005 1 008,C) A61 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) 

A6 1 K-47/48(R,I,M,EP,200601 0 1 ,2005 1008,C) C07K- 1 4/435(R,I,M,EP,20060 101, 2005 1 008,C) 

C07K- 1 4/52(R,I,M,EP,200601 0 1 ,2005 1 008, A) C07K- 1 6/1 8(R,I,M,E P,20060 1 0 1 ,2005 1 008,C) 

C07K- 1 6/22(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) C07K- 1 6 /24(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) 

C07K-5/00(R,I,M,EP,200601 0 1 ,2005 1 008, C) C07K-5/1 03(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) 

Original US Class (secondary): 424178.1 424130.1 424179.1 424181.1 424183.1 424193.1 

424195.11 4241.49 4241.53 4249.3 4249.34 4249.6 4247.21 4357.1 4357.2 4357.3 435810 

530391.1 530391.3 530391.5 530391.7 530391.9 

Original Abstract: Disclosed are antibodies that specifically inhibit VEGF binding to only one 
(VEGFR2) of the two VEGF receptors. The antibodies effectively inhibit angiogenesis and 
induce tumor regression, and yet have improved safety due to their specificity. The present 
invention thus provides new antibody-based compositions, methods and combined protocols for 
treating cancer and other angiogenic diseases. Advantageous immunoconjugate and prodrug 
compositions and methods using the new VEGF-specific antibodies are also provided. 
Claim: What is claimed is: 1.1. A pharmaceutically acceptable composition comprising a 
pharmaceutica lly acceptable carrier and at least a first immunoconjugate; wherein sa id 
immunoconjugate comprises at least a first anti-VEGF antibody, or an tigen-binding fragment 
thereof, that binds to substantially the same ep itope as the monoclonal antibody 2C3, produced 
by hybridoma ATCC PTA 15 95, operatively attached to at least a first biological agent; and 
wher ein said pharmaceutically acceptable carrier is an ophthalmic formulati on or a liposomal 
formulation.|US 6703020 Bl (Update 200418 E) 
Publica tion Date: 20040309 

** Antibody conjugate methods for selectively inhibi ting VEGF** 
Assignee: Board of Regents, The University of Texas System, Austin, TX, US 
Inventor: Thorpe, Philip E., Dallas, TX, US Brekken, Ro If A., Seattle, WA, US 
Agent: Williams, Morgan and Amerson, US 
Language : EN 

Application: US 1999131432 P 19990428 (Related to Provisional) US 2000561005 A 20000428 
(Local application) 

Original IPC: A61K-39/395(A) A61K-39/44(B) C07K-16/00(B) C12P-21/08(B) 
Current IPC: A61K-39/395(R,I, M,EP,20060101,20051008,A) A61K- 
39/395(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008,A) 
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A6 1 K-47/48(R,I,M,EP,20060 1 o 1 ,2005 1 008 ,C) C07K- 1 4/43 5(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) 
C07K- 1 4/52(R,I,M,EP,2 0060 1 0 1 ,2005 1 008, A) C07K- 1 6/1 8(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) 
C07K- 1 6/22 (R,I,M,EP,20060 1 0 1 ,2005 1 008,A) C07K-5/00(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) 
C07K-5/103(R,I,M,EP,20060101,20051008,A) 

Original US Class (secondary): 424178.1 424130.1 424145.1 424156.1 424158.1 530387.1 
530388.2 

Original Abstract: Disclosed are antibodies that specifically inhibit VEGF binding to only one 
(VEGFR2) of the two VEGF receptors. The antibodies effectively inhibit angiogenesis and 
induce tumor regression, and yet have improved safety due to their specificity. The present 
invention thus provides new antibody-based compositions, methods and combined protocols for 
treating cancer and other angiogenic diseases. Advantageous immunoconjugate and prodrug 
compositions. 

Claim: What is claimed is: 1 . 1 . A method of specifically delivering a therapeutic agent to a 
VEGFR1- expressing cell, comprising: * (a) providing an immunoconjugate comprising said 
therapeutic agent op eratively attached to at least a first anti-VEGF antibody, or antigen -binding 
fragment thereof, that binds to substantially the same epito pe as the monoclonal antibody 2C3 
(ATCC PTA 1595); and * (b) exposing said immunoconjugate to a cell population that 
comprises VEGFR1 -expressing cells that have VEGF bound thereto, thereby delive ring said 
therapeutic agent to said VEGFR1 -expressing cells.|US 6887 468 Bl (Update 200530 E) 
Publication Date: 20050503 
** Antibody kits for selectively inhibiting VEGF** 

Assignee: Board of Regents, The Univ ersity of Texas System, Austin, TX, US Thorpe, Philip E., 
Dallas, TX, US Residence: US Brekken, Rolf A., Seattle, WA, US Residence: US 
Inv entor: Thorpe, Philip E., Dallas, TX, US Residence: US Brekken, Rolf A., Seattle, WA, US 
Residence: US 

Agent: Williams, Morgan and Amerson 
Language: EN 

Application: US 1999131432 P 19990428 (Related to Provi sional) US 2000562245 A 20000428 
(Local application) 

Original IPC: A6 lK-39/395(A) C07K-16/00(B) 

Current IPC: C07K-16/18(R,I,M,EP,20060101, 20051008,C) C07K- 

1 6/22(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) 

Original US Class (secondary): 424130.1 424139.1 424143.1 424145.1 530388.1 
Original Abstract: Disclosed are antibodies that specifically inhibit VEGF binding to only one 
(VEGFR2) of the two VEGF receptors. The antibodies effectively inhibit angiogenesis and 
induce tumor regression, and yet have improved safety due to their specificity. The present 
invention thus provides new antibody-based compositions, methods and combined protocols for 
treating cancer and other angiogenic diseases. Advantageous immunoconjugate and prodrug 
compositions and methods using the new VEGF-specific antibodies are also provided. 
Claim: 1 .1 . A kit comprising, in at least a first composition, at least a first purified anti-VEGF 
antibody, or antigen-binding fragment thereof, that effectively competes with the monoclonal 
antibody 2C3, produced by hybr idoma ATCC PTA 1 595, for binding to VEGF; and at least a 
second biologi cal agent.|US 7056509 B2 (Update 200638 E) 
Publication Date: 20060606 

** Antibody methods for selectively inhibiting VEGF** 
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Assignee: Board of Regents The University of Texas System, Austin, TX, US Thorpe, Philip E., 

Dallas, TX, US Residence: US Brekken, Rolf A., Seattle, WA, US Resi dence: US 

Inventor: Thorpe, Philip E., Dallas, TX, US Residence: US Bre kken, Rolf A., Seattle, WA, US 

Residence: US 

Agent: Fussey, Shelley P. M. 

Language: EN 

Application: US 1999131432 P 19990428 (Related to Provi sional) US 2000561499 A 20000428 

(Continuation of application) US 20033 73561 A 20030224 (Local application) 

Related Publication: US 6524583 A (Continuation of patent) 

Original IPC: A61K-39/395(B,I,H,US,20060101,2 0060606,A,F) C07K- 

16/00(B,I,H,US,20060101,20060606,A,L)C12P-21/08(B,I, H,US,20060 101, 20060606, A,L) 

Current IPC: A61K-39/395(B,I,H,US,20060101, 20060606,A,F) C07K- 

16/00(B,I,H,US,20060101,20060606,A,L)C12P-21/08(B,I,H,US,20060101,20060606,A,L) 

Original US Class (secondary): 424145.1 424130.1 424133.1 424184.1 530387.1 530388.1 
530388.15 530388.25 530809 530864 530865 530866 

Original Abstract: Disclosed are antibodies that specifically inhibit VEGF binding to only one 
(VEGFR2) of the two VEGF receptors. The antibodies effectively inhibit angiogenesis and 
induce tumor regression, and yet have improved safety due to their specificity. The present 
invention thus provides new antibody-based compositions, methods and combined protocols for 
treating cancer and other angiogenic diseases. Advantageous immunoconjugate and prodrug 
compositions and methods using the new VEGF-specific antibodies are also provided. 
Claim: What is claimed is: 1.1. A method of neutralizing the survival signal of VEGF, the 
method com prising contacting a cell population including cells that express VEGFR 2 
(KDR/Flk-1) with a composition comprising a biologically effective am ount of at least a first 
anti-VEGF antibody that binds to substantially the same epitope as the inonoclonal antibody 2C3 
produced by hybridorn a ATCC PTA 1595, or an antigen-binding fragment of said antibody; 
where in said anti-VEGF antibody neutralizes the survival signal of VEGF, whi ch is mediated 
through VEGFR2. 

WIPO 

Publication Number: WO 2000064946 A2 (Update 200067 B) 
Publication Date: 20001 102 

^COMPOSITIONS AND METHODS FOR CANCER TREATMENT BY SELECTIVELY 
INHIBITING VEGF COMPOSITIONS ET PROCEDES DE TRAITEMENT DU CANCER 
PAR INHIBITION SELECTIVE DE VEGF** 

Assignee: BOARD OF REGENTS, THE UNIVERSITY OF TEXAS SYSTEM, 201 West 7th 
Street, Austin, TX 78701, US Residence: US Nationality: US (TEXA) 
Inventor: THORPE, Philip, E., 6722 Lakewood Boulevard, Dallas, TX 75214, US BREKKEN, 
Rolf, A., 14304 25th Avenue NE, Seattle, WA 98125, US 

Agent: FUSSEY, Shelley, P., M., Williams, Morgan Amerson, P.C., Suite 250, 7676 Hillmont, 

Houston, TX 77040, US 

Language: EN (93 pages, 4 drawings) 

Application: WO 2000US1 1367 A 20000428 (Local application) 
Priority: US 1999131432 P 19990428 

Designated States: (National Original) AE AG AL AM AT AU AZ BA BB BG BR BY CA CH 


24 


CN CR CU CZ DE DK DM DZ EE ES FI GB GD GE GH GM HR HU ID IL IN IS JP KE KG 
KP KR KZ LC LK LR LS LT LU LV MA MD MG MK MN MW MX NO NZ PL PT RO RU 
SD SE SG SI SK SL TJ TM TR TT TZ UA UG UZ VN YU ZA ZW (Regional Original) AT BE 
CH CY DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC MW NL OA PT SD SE SL 
SZ TZ UG ZW 
Original IPC: C07K-16/00(A) 

Current IPC: A61K-39/395(R,I,M,EP,20060101 5 20051008,A) A61K - 

39/395(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) A6 1 K- 
47/48(R,I,M,EP,20060 101 ,2005 1008,C) C07K-14/435(R,I,M,EP,20060 1 01 ,2005 1 008,C) C07K- 
14/52(R,I,M,EP,20060101,20051008,A)C07K-16/18(R,I,M,EP,20060101,20051008,C) C07K- 
16/22(R,I,M,EP,20060101,20051008,A)C07K-5/00(R,I,M,EP,20060101,20051008,C) C07K- 
5/1 03(R,I,M,EP,20060 1 01 ,2005 1 008,A) 

Original Abstract: Disclosed are antibodies that specifically inhibit VEGF binding to only one 
(VEGFR2) of the two VEGF receptors. The antibodies effectively inhibit angiogenesis and 
induce tumor regression, and yet have improved safety due to their specificity. The present 
invention thus provides new antibody-based compositions, methods and combined protocols for 
treating cancer and other angiogenic diseases. Advantageous immunoconjugate and prodrug 
compositions and methods using the new VEGF-specific antibodies are also provided. 
L'invention concerne des anticorps qui inhibent specifiquement le VEGF se liant a un seul 
(VEGFR2) des deux recepteurs VEGF. Les anticorps inhibent efficacement l'angiogenese et 
induisent aussi efficacement une regression de tumeur, tout en presentant une securite accrue du 
fait de leur specificite. L'invention concerne par consequent de nouvelles compositions a base 
d'anticorps, ainsi que des precedes et des protocoles combines pour traiter le cancer et d'autres 
maladies angiogeniques. Elle concerne egalement des compositions d'immunoconjugues et de 
promedicaments ainsi que des procedes interessants faisant appel aux nouveaux anticorps pour le 
VEGF. 

South Africa 

Publication Number: ZA 200108285 A (Update 200264 E) 

Publication Date: 20020828 

Assignee: UNIV TEXAS SYSTEM (TEXA) 

Inventor: THORPE P E BREKKEN R A 

Language: EN (329 pages) 

Application: ZA 20018285 A 2001 1009 (Local application) 
Priority: US 1999131432 P 19990428 
Original IPC: C07K(A) 

Current IPC: A61K-39/395(R,I,M,EP,20060 101, 2005 1008,A) A61K- 

39/395(R,I,M,EP,20060101,20051008,C) A61K-47/48(R,I,M,EP,20060 101, 2005 1008,A) A61K- 
47/48(R,I,M,EP,20060101,20051008,C) C07K-14/435(R,I,M,EP,20060101,20051008,C) C07K- 
14/52(R,I,M,EP,20060101,20051008,A)C07K-16/18(R,I,M,EP,20060101,20051008,C) C07K- 
1 6/22(R,I,M,EP,200601 0 1 ,2005 1 008,A) C07K-5/00(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 
5/103(R,I,M,EP,20060101,20051008,A)|ZA 200108612 A (Update 200264 E) 
Publication Date: 20020828 
Assignee: UNIV TEXAS SYSTEM (TEXA) 
Inventor: THORPE P E BREKKEN R A 
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Language: EN (339 pages) 

Application: ZA 20018612 A 20011009 (Local application) 
Priority: US 1999131432 P 19990428 
Original IPC: C07K(A) 

Current IPC: A61K-39/395(R,I,M,EP,20060101,20051008,A) A61K- 

39/395(R,I,M,EP,200601 0 1 ,2005 1 008,C) A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) A6 1 K- 
47/48(R,I,M,EP,20060101 ,2005 1008,C) C07K-14/435(R,I,M,EP,200601 01 ,2005 1 008,C) C07K- 
1 4/52(R,I,M,EP,20060 1 0 1 ,2005 1 008,A) C07K- 1 6/1 8(R,I,M,EP,200601 0 1 ,2005 1 008,C) C07K- 
1 6/22(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) C07K-5/00(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 
5/103(R,I,M,EP,20060101,20051008,A) 
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(2) #a 2002-543093 

[moth ^ti^^MomvEGF^ trzit^cDm.m^y^ 
?*>h*-3&mjmi"e&iT. mim\ t;^p-t«ATcc pt 

A 1 5 9 5 tmnmc\s\\:x-¥h--?K^L, ^VEGFU-t^-VE 
GFR1 (Fl t-l)^VEGF <Dffi&*GMK:m.m? Z £ £ & < , V E G 
FU-t!^-VEGFR2 (KDR/F 1 k-1) *\<D V E G F (D^Z^MlC 

[hot 2] m$mm\ nhtftfk tvittm, h£tf*. ^ 

^#Ef*& L < iili^^.mi*^fc^ ; eom^lS^7^y^ y hT&3, MOT 1 

[If OT 3 ] tufBJ/Ef*^ ATCC PTA 1 5 9 5 £ LT^ft 2nfc 
K-vic.fcO^^nSty^o-^Jii^T'feS, MOTli:fcfc};2 

[MOT 4 ] ftifESitttf . '>& < £ fcH 1 0^»W»J t^ifcpJ^Bc & 

^s^ns, mot i ~ 3 (D^tftfrtetmmm^o 

[MOT 5 ] fufEtiitttf . '>£ < 1 <Dfe»J£ 

SftS, If OT 4 ^fBfcOil^o 

[IfOT6] fuiEffitttf. '>£< tt>m 1 £>{fc¥a?m Sfett£i£^ #l 

[itOT8] m^^m^mm, mnmmtcim^^imm^t^ 
mmc&^Tffimmt!&*mm?%mam-?2>rctb(D, mot 1 -701^*1 

[|«ot 9 ] hot i ~ 8 fcumvm&wiiDth&icisttzQtmo 
[mot i o ] mmmmzmw? zctic&z, sm^rn^m^ n 


(3) #g2 0 0 2-5 4 3 0 9 3 

W£^r^mww<Drc&<Dun<Dm&\z$otf%>, mot 1 -so^-rn^ 1 
[n^i i] m^m\ ^y^n-^-;i/Mf*ATc c pta 15 

9 5 T*&5, IfOT 1 ~ 8 ^^-f^HCfaicCDMtlo 

[if ot 1 2 ] B&iaftfttfx < t &m 1 o^^w^ijtc^ijRjt^c 
[mot 1 3 ] jiuianf*#, <tt, mnmc^m^yu v 9 

[ff OT 1 4 ] tuEifLf*^\ mn.fittft&ft *X7x-b 7°n F 7 *y ^ 

jiis^n^, ifOTi 3icmm(omjmio 

[if ot 1 5 ] wmm^ 'pft <t&®i (Dfemrnzitimmttizftm 
BimicWfcznZs hot 1 2 tcsseoffl^o 

[§»ot 1 6 ] mtmm\ '>&<*: t>^ 1 (Dfemiicftm^mcm^z 

ttS, IfOTl 5^IBSc^li«o 

[If OT 1 7 ] tuiemf*/b\ < £ & I! 1 ©r&»Jfe <fc tfH 2 €>te»J 

lamaimicmmznz, hoti 6^«mi;»o 

[IfOT 1 8 ] mmnm\ < t i§ 1 of t^as^ ^I^S^iJ, 

yy, ify*7;i/*D^F, ^a-^y^ ti&Win. ^f^x 7^ 
+;H^iJSfc«/i«t^ijnj^t}i|g^ti?>, IfOTl 6%tzlZ\ 7£lHit© 

[MOT 19] fulSKf*^ 

ttHSiJ^^i&Rl^ltjl^^ns, IfOTl 8 KfBtg^ffi^o 

[|fOT2 0] MiSffitttf, lcfcte*ffl®|£*C>lgf| 

fcimm&cm%&-$ti%, hoti 9 tiemosam 

[HOT21] Mieirtf*^ Ammm, v$v-^t£it$y^?n, a 


(4) 


#^2002-543093 


— 9vi/->y, yn-x 7XWJy, uxh'j^l-yy, d#?*U7~ t? 

umm 2 2 ] mmtfim\ u y y ai^m^u n^wtu y y aim 
m 1 8 ictmmmMo 

yx^f-y, zrti&vzvyicttffl^micw&ztiz. M^l 2 3 &cm«d& 

[HtJftE 2 7 ] ifliEintttf, x y K X £ ^ y £ pjHilc)ilS$ ft& , II 

[fi*3S2 8] Hflfafttttf. #l^-7u y^tiMt^ji^n^ 

[lf^2 9] wmtfifat>\ £+7-;k t£y7^X?-y, 


if y £ u y x tr y x y y fc<t tf n y 7* i/* x # f - y & ?>}itJR£ ft 
^f-n-^uy^c^ijojt^cjiig^n^, m^2 8(ciB«oiMt»o 

im&® 3 1 ] mim 3 o \zmmmma^h^ t, t* tut 


mi \ /\ la mv I I /V I I a IlX/IXa Sf^ fgX/X 


(5) 


#^2 002-543093 


itmm3 2] mtmm\ asms?, t hmw?, mv 1 1 


[it 3 7 ] tmm 12-33 ©i^-rn^ 1 ^iaTOfM^T& r 

Z> D N A -tr ^ y h ^^ijoJt^ciilS^n§Mmf*^n- FT 3 D N A -fe ^ > 

2-33 ov^fn^ 1 m^mvmimio 

imm 3 9 ] mm 3 8 mwsmt\ ^-7* 


(6) 2002-543093 

m 1 2 ~ 3 6 (o^ttifr i mztmmmvno 

1 ~ 8 zfciz 1 i~4i o^-rn^^fB«oMti 0 

itmm 4 4 ] mmmm\ m 2 e> K^t? s tt^ii 1 ~ 8 

f^cte 1 1 ~4 3 0l^n^^|Bfg(Dffi^tlo 

[it 4 5 ] mmm 2 (Dfbmmti\ m 2 (D^mmx-fr § N it ^ 4 4 k 

[if^4 6] mis® 2 commmt>\ it^mmwk m^mmm, msmm 

mmmt mmi&mi r^}—yxmm^L<im^-^~-^vym 

ism 4 5 immom^o 
itmm 4 7 ] mim 2 (D^mmti\ 7 v^^fxf y % tcitmm^mm 

itmm4 8i mm^2(Dmmm^\ mm^mmtt^yy^t^^y 

[Ii5f<3i4 9] tijf2^2o^^ ^yh~x$?-y%rcimM*m&)£ 
tzj^y YTs^^y-eh^, IM4 6 icmmom^o 

im&m 5 1 1 mxm 4 6 1 ieic^im^t^ ^t, tmeu 2 


(7) $^2 0 0 2-5 4 3 0 9 3 

[§M3i52] %m<on.fc®m?z>rc&<D. i^i-smi 1-5 

4-36 (Dl^tftfr 1 ^CHEicOllM^lo 

, tmm i ~ 8 , 1 1 £ feline 2 3-2 9 o^-rn^ i m^mm^m^o 

1-56 K^dffiCOmtiffllo 

itmm 5 8 ] fem^istfmmm 1 ~ 8 t tzim 11-57 

im^i-8, 1 1 ^temmmz 3-2 9^^-rn^i^ 
[ii^ig 6 0 ] mmmt>\ mmmm^mmt % a t ic £ d , mi^ifim 

o 

mwt &rc&b<DmM<Dm&ic$3ifz>, tm^i 2-4 1 o^-rn^ 1 m^mo 
itmm6 2] m^mt^tcwmM^mm^^^, 1 -8 s 

fcti l 1-57 tfX^tifr 1 iM^lBic^lM^o^fflo 


(8) #^2 0 0 2-5 4 3 0 9 3 

^frs *S?u—1-frfflk2C3 (ATCC PTA 1 5 9 5) i: 

[If«l6 4] VEGFWr^-VEGFRl (F 1 t-1) ^VE 
G ¥<Dm&*%Mlcfflm? VEGFUt^-VEGFR2 (KD 

R/F 1 k-1) ^<DVEGV<D&&*mW?&ZtlC&$m*1lim?&rcib(D 

;H5t#2C3 (ATCC PTA 159 5) ^ftStyC|5]Cxtf h-7°tc|g£- 
6 5 ] 1 ~ 8 S fcfc* 1 1-57 ©l^ftlfr 1 la^fBtScO^ 

cis^ii6 6] tmm. 1 3 tfcti 1 4 kHBfwy>&< £ 1 mmmts 
[it ^ 6 7 ] MaRjm i 4 KW&<o')>r& <th®i mmmis «fc # u 

[MOT 6 8] trtVE G Ft/ ^n— ^-^ta^^-rS^-r^y F-v 
t'i&ot, mWMt, ^/?P-^;l4rt{*ATC C PTA 1 5 9 5 tmUW 
tclnlCxif h-^t^U fr-OVEGFMr7*-VEGFR 1 (F 1 t-1 
) ^VEGF<D|S^£^ai^-f VEGFl/-b^-VEGF 
R2 (KDR/F 1 k-1) ^OVEGF £>fc!i^&Wi^ffii§-r3. a^7'J K 

t/^n-t^ATCC PTA 1 5 9 5„ 
[11*^7 0] ty*n — *vWnft:ATC C PTA 1 5 9 5 
JCl^LJXt? h-7°«££-r&#iV E G FMf**liaiSi"rSfc46©^T*feoT. ^ 
hltffe £ 1 Oft&jfiimv E G F$#£#t?&^Mtl£ffl^T 


(9) ^2 0 0 2-5 4 3 0 9 3 

t a 1595 tmnmcxmfcm?%fcfo%mn?%xmz&^t2>, ysm 0 
[hot 7 1] mmtth®mt>\ ^hmm^ryv-^tshyyx 

isx.-vWOX'?&Z>, HOT 7 OKUWHDlSfeo 

[MOT 7 2] tuteMV E G Ft§»i§Ig, 43<fc^ 

M^^fgJg^HiTm^^mV E G FSif*:^#SX5g%^-rSx HOT 7 0 g: 
fcfc* 7 1 tefBiScO^^o 

[hot 7 3] hot 7 o~7 2o^tnfr i mzBmtDfim-z&iT, 

(a) &%<£&mi<D%.&m&VEG¥ 

( b ) ffil2^^n/cfiti©W(i^?>«^tifc R N A ZftMtZ n yet h 

(c) ^ey ^P— f)ltfifo2 C 3 (ATC C PTA 1 5 9 5) 

*^e>SiR"rsxjg ; %5»o*{: 

li^^^VEGF^f^^-r^XfM, 

[HOT 7 4] V E G F ^ttSl" T, V E G F /Wm.^\% 
mM^mct&fMcWhft&ftTi:, V E G F fc^TT 5 «i?ti^ 
HOT l -8 gfcti 1 l~57 O^fnfr l ^a2ScO|l/»^fcf>£ 

fecko-^^i^tctTffM^nfc^i^^aii-^xfM, £&^-r 

[HOT7 5] V E G F lx-tr7°# — V E G F R KOVEGFOlg^ 
BJCPWTSC < , VEGF M27°£- V E G F R 2^\©V E G F 
ffiit§^T^oT, VEGFR2 (KDR/F 1 k-1) fccfclf V E G F R 

i ( f i t — i ) *¥£M?%MM(DmMMm%rcimmMm%£m¥WWM(D 

HOT l -8 g-fcli 11-57 tc|2t!c0^tfi:SI!tt?'ti:SXjg^S#-rs^?£ 


(10) #^2 0 0 2-5 4 3 0 9 3 

O 

mimi 6] v e g Fmmfafemmmm*%fmmmm?z>j]&?&'i 
t\ ft&mMMm*^¥mwmmmm l-ss/cai 1-57 ©^-r 

wmmi 7] v e g Fii7^n77-^ai, »»«^fc^!i!X 

0S£> 9 <fctl o^r^tflM^, ^tl^W^aoif ^ 1 ~ 8 £ fete 

1 1~5 7tDt/^nAMS^|Eic^Mtl^^M^^^X@^^-r^^o 

dlf^Jl 1 ~ 8 3: fete 1 1-57 ©t, vfnfr 1 JM^IBic^M^^r-ttf, 7^o 

1 ^i^wMofi a1<ii 1 - 8 1 fcti 1 1 ~ 5 7 <D\,^?tifr 

< t & H 1 C>li^$MW, fe^WM^Ii ^ 1 ~ 8 £ fcti 1 1-57© 

cii^8 3] tuiBij«ra^^#t-r§x@^?e^-s-fr^, tm 

J% 8 1 i; Ji 8 2 tcfafcW&o 

[If ^8 4] S^B"rSfci6©^T*feoT, : 


(11) 0 0 2-5 4 3 0 9 3 

(b) ^i^m^Ts imj^ i mm^com^cm^ti^mm^ 
itmm 8 5 ] mumm-fr t h & & , n^<® 7 9 ~ 8 4 © i/ ^ n ^ 


(12) %m 2002-543093 

[0 0 0 1] 

*mi±s mmfcMipvxmimmm^ 6 o/i 3 1, 432 (1999^4^ 

RlT©iM^lR0 1 CA 7 4 9 5 K 5R0 C A 5 4 1 6 8 jo&Xfl 3 2 

gmo 7 o 6 2tfct, ^^©tif«j*mw-rso 

[0 0 0 2] 

fctts #ffcHI§fcJ\ 2O0VE G F \sM-f$-(D-1i (VEGFR2) OfrlCf&'g? 

t^vEGF zifimmcmmtztfiv egf m*zm%irz >0 coz? r^mt 

[0 0 0 3] 

(2. Hii&fficDl&HJi) 

[0 0 0 4] 
[0 0 0 5] 


(13) !ff§ 2002-543093 

T'W (Burrows^ 1992; Dvorak^ 1991a ; Baxt 
e r&<fctfj a i n, 1 9 9 1) 0 li^OtlIW»lfe<ttfriIffOS^ 

it, c<DZj7<Dfemfc.fttz>GM%;fflmv&Zo tot, wmmm (cna 

[0 0 0 6] 

«gl#J;Dt?L3, MTOi&m£1f«:-f tit, KfflMiiJ]S©3®i£» 

#-0]Mfc8oT^S;fci&, lMI ; C>Mt&, ^JlftllOWi^gK (Bu r 

rows T horpe, 1 9 9 4 a; 1 9 9 4 b) „ ^W^JfllW^WX 

h7f^-tt, ^H#|^5, 8 5 5, 8 6 6ms£Zfm%5, 9 6 5, 1 3 2 

[0 0 0 7] 

mZftrc^-tj-lCttLTmmmT%WMc?%<lt-?&Z> (HuangB, 1 
9 9 7 ; ^mm^ 5 , 8 7 7, 2 8 9, ^6, 0 0 4, 5 5 5§, fcj:[f|R) 
^5, , (*atBM#-^0 8/4 8 2, 3 6 9 ( 1 9 9 8¥ 1 0 

&&*Gir&o *mW%tm5, 8 7 7, 2 8 9-^^IHSc^n^cfc^^, lOJ;9 

mmm^y^^m, m&m? (tf) , j&Misio±^^-^x-^tfe§o 

[0 0 0 8] 


(14) ^2002-543093 

imvmzo fct, iiiMxh7f'>-(^ ^mmtms, 8 5 5, 8 6 
6ms&xfmm5 t 8 7 7, 2 8 9^<Dmmifrmftmt<DMfr&t>-&rcmm*G 

[0 0 0 9] 
[0 0 10] 

(A Sahara?), 1 9 9 7 ; S p r i n g e r 1 9 9 8 ; Fo 

1 km a nfejctf S hing, 1 9 9 2) 0 IfffMt^ g><(D£M¥tft7u J b 

. t5&xmmmmi®fcT'&Z (H a n a h a n43«fctf F o 1 km a ru 1 

9 9 6;Fidlerl5itfEl 1 is, 1 9 9 4) 0 
[0 0 1 1 ] 

Tlffi@15£tlS (F i d 1 e r £>, 1 9 9 8 ;McNama r aB, 199 8) 0 
lfil s tl*lj£if$fiH?-A (VEGF, ifilWrlMttH?, VPFtUtl^) 

n^ffMc>-»j«T-s§o vegf^, mm.m&&xfMm$£mfc&?T i 5\z 

(Kerbeie>, 1 9 9 8 ; M a z u r e 6* 1 9 9 6) 0 
[0 0 12] 

mmwmKm}%mmM(D-&mmmt u^v egf (ommiz. vegf 


05) #^2 0 0 2-5 4 3 0 9 3 

7°£v- N feimg^?iV E G F L/t^-f □^y+t-t! 1 (RTK) <<y 

(Siemeister^ 1 9 9 8) 0 V E G F ic&hT&^r/ ^ n— 

fctf^flTt^S (K i m£ x 1 9 9 3 ; Asano^ 1998;Mesia 
no5>, 1 9 9 8 ; Luo^ 1 9 9 8 a ; 1 9 9 8 b ; B o r g s t r o m£ 
x 1 9 9 6 ; 1 9 9 8) o 
[0 0 13] 

±HBOffl^ ^1MSlif5mcfttt5VEGF©fig1£, fe^tfS^^O 
fc&cDtll^ LT0^^t£ft£$il$LT^3fr\ V E G Fl£#M<ffffM£Pfl« 

wmmcvE g f nr^^-^^Pfl^-rs^^jo^ii, ztub^mmmh 

[0 0 14] 

HB-rSo *f£BJ!&s 2 0©-^VEGFW!^-©-^ (VEGFR2) 

us^-r^ v e g F*^wicia^ , rsin:(*tg^<o co^^^^m^ 

$£ITOU ^LT»iaVEGFK#: (t-T*£lffil*Mlfc£ttT^£ 
[0 0 15] 

^^©^©fu^tt, ii&snsffitttf* vegfri lam^t, v e 

GFR2©#£*g£?-3VEGF£PI§T5Cfc , T?&5o cM, VEGFR2 
E G F R 1 OpCSKSg^fS V E G F £PIgt£ft#&ffi«±g*ri;f*: ( 


(16) 0 0 2-5 4 3 0 9 3 

zmm^mM&&zfmnmmmict5^Xs vegfri immmtmm^ 
(DWMft^m^m^mt vegfr 2Mir^mm^(D^mmt 

[0 0 16] 

£ P>*SfiJj^t± x VEGFOVEGFR1 
^TSU^ftSfcifc, cn^AWE G F R UcHg^LfcVE G F (CtlfiMft 

[0 0 17] 

VE G F R2\Z&i)m\-£tl%>, VE G F0£#^^;l/£*fot"Sfc&£JI 
[0 0 18] 

fct, #f§IEfcJ\ VEGFR2U-fe^-tC|g-g-r5VEGF^#^Wtc7 
n>y^t5A\ Sfcii^^C V E G F R 2 U-tz7°£- V E G F 
%-7nyt?%tfifc%m@kt%o Ci7)J;9WH VEGFR 1 U-t?7°£— ( 
F 1 t - 1 ) t*g^"TS V E G F %&Mtemmt%> Zt%<. VEGFR2WZ 
7°£- (KDR/F 1 k-1) t^'tSVEGF^WiiJCPIS-rSo fct, 
<me>OStWi, VEGFR2W!^~ (KDR/F 1 k-1) fcHg-g-TS V 
EGF^If U VEGFRI U-tr7°£- (F 1 t-1) tla'nt" -5 V E G F 

7 - ^jtfktt, ^MM%rcim^mwMcomm.*mmmm\,ft^ 


(17) ' 4^2 0 0 2-5 4 3 0 9 3 

O 

[0 0 19] 

tot, *?m<Difim& > mmc rv e g r f 2 -mm, ^vegfri-i 

Iff, KVEGFJtl^j tmitiZo £ 6>£<fc Office fi N cne>fct TVEGFR 
2 -«Jr[V EG FlrLfrJ Wlffl, Ctl«*»JO^T©ffl^ ffiii&cfcO-' 

^ffitii-rs®^?©/'ci6tc^ffl?nSo tve g f r 2-iitKve g f^i* 

J H\ V E G F R 2 U-b7°^-^|S-a-r § V E G F £7p 7^t§VEGFCM 
"TSJi^feSo (KDck^^Si^iVE G F R 2 U^^-gffctft^&Jitin? 

[0 0 2 0] 

*fg^HuU:* V E G F R 2 l''t>'7$-\c1fc&t& V E G F £#MWfc:/P y 

^■tsiriv e g f fcw*^mmmtirt\<$te < , ^oj; 5 fc^tto^-r nofy 
utyz-m&ffim&V'fXftmtztizrztb. z.<D&5%ftmtov e g f r 251 

RffffiV E G Fmf*»fg$nt#^^t^^ft^^^o7c 0 
[0 0 2 1] 

frH^iCC-^ COcfc^^Mm^mVEGFjAfWP^^n, ^LT^&£ 
m^WU#5t^9^nii^{±t-r§o ^fiVEGFR2«9n 
V E G Fffi#££/rr3fcfc©73i£ia, 4oJ;m«^07 ,> -;l/^e>^I^OV E G 
F R 2E^S^ft*^"rs/-ci6U:^Si:?nS7'y-t:-r©1ifflSffi©^® 
%i5«g-r5o fct, *^Oll*Jc43^r, &£§SB<DV e g F R 2«Jn;V 
E G Ftfitttf, V E G F R 1 V E G F 0»y-?vHSi£PI 

[0022] 

^mmm^mc^rconm^n^m^ mm r a j *><j;tf [ an j it, ±m 


(18) #^2 0 0 2-5 4 3 0 9 3 

o 

[0 0 2 3] 

rVEGFU-b^-VEGFR2 (KDR/F 1 k-1) tlS^tSVEG 

kimfettimzo mm-£(DrMcttf%L^7v-t-(^ el i sA»<it 

£-7>y-tr^T£>S 0 y-tM'fc &^T, V E G F £^B<0^ifc£i# (0J;t 

fcf, i o o^~ i o o ofgiasnj*;!/) £M7l££fc&?.ifaU tag&ttttfv e 

G F R 2 t*g^-r S V E G F %ffi.'Pt&mtl*®&tZo VEGFtt, ^kbWM. 
Sft*LTE$fcmSftf#S*\ ftVEGFifif*a:;tefci:-#48«fc 

L I S A7t- 7>y L^7t-T7 ffit©^:/^^ 

[0 0 2 4] 

TVEGF R 2 t^-T^VE G F Z(D£o%:^T y^ic$5tf2>ny h 
u-jl(Dmm (1 0 0%) TfeSo M^7>yfe-r^fe^T, M^iri{*©#&T^ 
*5tt3, V E G F R 2 V E G F (D^WZWPte, V E G F 

VEGFR2 (KDR/F 1 k-1) JCSjg^-TS V E G F *^mcmWt%Mm 

[0 0 2 5] 

&%>o *mmv>mn\z&ttz>. ^m%mpj vegf^it^*^ 
i o oi%tm i o o oi^mi^jit^cDiiMiDmic^r, p%< t^m4 5 

%, ^5 0%, 5 5 %. $J6 0%, £fdm6 5%(D ( V E G F R 2 £$££3" 


(19) 2002-543093 

[0 0 2 6] 

*ftm<D$f£ L^mmz, m^^nsst^v egfri us^-r^ v e g f 

^HftfityClML&t,^ V E G F R 2 K^fS V E G F <7)«£g 

flio^&M^^^-r^tt. ^^vegfri t,ii!i-a-r^ vegf 

V E G F R 2 tC^-TS VEGF £P1^-T3 <k D 

T'feSo £ft£><7)#[{*&, VEGF JC^-TSJii*©^ 1 0 0{g£ 1 0 0 OlgiifiJ 
^;l/£©^{im£>*t;j3^T, 4>ft< 7 0%, #J7 5%, £fcte#j8 0% 

V E G F R 2 £*S-&TS VEGF fc^TSSm^fc^fc^t-ffif*? 
*f^£^fi61-S^W:ftl^ '>&< fcfc$j8 5%, #J9 0%, #J9 5 

%l;fc&£e>&C^< ST-VEGFR2 t^t^VE G F *M'J?t ft 

[0 0 2 7] 

SnVEGFm S/cti^n5>cD^^7^^y h (cnsti, VEGF 
Wz^-VEGFR 1 ( F 1 t — 1 ) lC%£&?2>\fEGF*^micmmtZ>Z. 

VEGFW!^-VEGFR2 (KDR/f 1 K-l) fcS&g-rav 
EGF£PI#tS) W\ VEGFRl^Wf, ±fBO J: 5««:^7<y 

[0 0 2 8] 

^ VEGF KttlT%$i{k<Dlfo lOOjgtlOO 0^5®!i&te;l/fc©^©ffiicD»k: 
fct^T, '>4<fct6 0 %, #J 7 5 %, #18 0 %, 3; /c&#] 8 5%£D (VEGF 
R 2 kHSe-a-TS VEGF icfcttS) HSlPjfilftllf Ltfi$ti§ 0 
[0 0 2 9] 

v e g f r i us^-r s v e g f *nmmmmL%;^m*im?%mmi l ± 
. vegfr naDi^tis^wiwt^iit^^o tot, 

Mttli, £%l¥WJSgFtf V E G F «fc QmrnZtlZMC+ftft. V E G F R Kc 


(20) #a 2002-543093 

^mt, V E G F R 1 lO&StZ V E G F *tm?Z£0GMlZt&tl*&?Z> 
KfrT'feSo otl^OKW*. V E G F 1 0 0{gt;ft 10 0 0 

fej&m&UKDmfD&MfDmiOS^T. , >ft<i:t8 8 %, 1^190 %, ^92 % 
x ^95%, £ fcli#J 9 8 ~ 9 9 %<D U"WT\ V E G F R 1 tlS^I" S V E G 

[0 0 3 0] 

V E G F R 2 tc*g^-r S V E G F £ £ D^SSfalcfflg-T Stftttfciu V E G F R 
V E G F R 2 JC^-T S V E G F <D$*mm(Dtii'P*&? ZmS* V E G F R 
[0 0 3 1] 

*TL{*^VEGFL/-t! , /^-VEGFR2 (KDR/F 1 k-1) 5 V 

VEGF£fcm£m^tBc11f§$$nfcVEGFkt )im 

[0 0 3 2] 

o *f£0j!£>i§£ic:jo^T. rMm^mm<Du^f^^ mm<Dv egfr2 

mz, mmumtmmi^ vEGFR2u-b^-^-rstn;^ j^veg 
f #3g^r s gpfe t a^ft s Mr 7# - (Dmnm k * ^ « □ 

rji^&j miov egf wry*-, tftto-s, f ctftf*g&# 
tcia^ L/c mz-/£-©«i. k^-y y^^-r s 0 c a ft mz7°£-/ f 

[0 0 3 3] 


(21) 2002-543093 

^-UL^-r^mtn,^ mv e g ¥fafomEttTv<Dimfc&omm-£nz>'< 

[0 0 3 4] 

, 7°n -r-T y A IM^i; tt/nf^v A -fe 7 7 n-X£-X) £<D^y^a^ 
-MciotMit^tlSo ^T*, C(Dmmt, V E G F ©#££Ol^T 
M^£ti£o ©ftJO^y^a^-^aytcfetf&VEGF/^ 4£ttnj££k:*i§$£ 
ftfcVEGF (ffilfcfcf* MiilLftVEGF) T'&ofcif^ ft^ttMtC 

*5itsvEGF«\ jtjgMfcttiSftf#s 0 ^j±^^^nt^{imo*timvEG 

[0 0 3 5] 

tftftcDVE G F U-tr7°£- OBI*. If, VEGFR2) Iti&GtZ V E G F £jg 

t) M^nif^o fct, nijpjf^ er&fris, -stx^^ns) ve 

G F R 2 &c!££-T3 V E G F fcfflS^fcfrfrfc^jntttt, ^£B£*lf#, * LT 
[0 0 3 6] 

V E G F U-t7°£-VE G F R 1 (F 1 t — 1 ) ICffi^tZ V E G F ^Mt 
Pl«Lftl/\ KV E G FSiW±$fc, VE G F R2W<TVEG FRl^ffl 

T\ V E G F y-ff^—V E G F R 1 (F 1 t — 1 ) icHg^SV EGF^t 


(22) 2002-543093 

fcPML&^tf, VEGF^^-VEGFR2 (K D R/ F 1 k - 1 ) 
[0 0 3 7] 

V E G F U-fe7*-V EGFR2 (KDR/Flk-1) 
tfJJS&fcffi? LTOV E G F R 2 <DmmmtZ>o ±IB©gg^7 

[0 0 3 8] 

0»J;Lfc^ V E G F R 2 »9n V E G F V E G F 

iwrs (vegf^ h^xyrgtt^ffi^-r^) mMz^xumtzzt 
ick-DTfflfeznm&o &M<Dmw%;7vmiz, mm.fo*m'tzfr%rc&m 

L&l/W E G FcD#ffiTTlI^O^«cD^'rn^ffl^T^ffl$n!#^o S? 
[0 0 3 9] 

v e g f mft&ft&mmmm*mm?zmt}*%?zifim*. 1^25 %, 3 0 

%, 3 5%, 4 0%, 4 5%tfcfi5 0%d55l/H4 j e<OSg©VEG F^ttrt 
[0 0 4 0] 


(23) 0 0 2-5 4 3 0 9 3 

-m, ymtptf&v e g f r 

^mvw&2n%^%fofo<DfflE£rzmtft&i : 'vv egf h£ 

[0 0 4 1] 

VEGFR20VEGFlf§#|$UyiHt&. *LT0?3: L< liffig 

©^"Tf^^CckoTIE^c^b^n^o -ABWlctt. VEGFR2H 

?e>*s^«f©rc46tcftstti^?nrco vegfr2©u ^fbo^fi^, Ejg 
*fc££nf#s 0 f^ij^^\ commit. 3i pmmkT? tt^K^ry^r^-ht 

tim, Cftte, Mffil/cVE G F R 2 ft CD' P CDE^©^fi{b^nJt^Cf?> 

i?n§ 0 vegfr2cdveg Fi^ttu ym{t*mmt%mt)Z^t%>m* 

[0 0 4 2] 

*ill^oTV E G F R 2«JnV E G Fffitt£|^t-&fci&©&*52 
%mm7v*.4\t, V E G FI»MmMM't40PI^^MIfr^fc46t7>y-fe 
^?n§c tttt©c© < fc5£7'y*>r;W&lSns#, ^©I^/'yt-fti: 
, Mi 1 eslltt77^^§ 0 CCT'iltl (0>J;U£ Wyh) ii, fe 
^ (Evanffel) £:£Uc&H£tU ^bT<l(Dii^©^JtJc43ttSfe^<0 
M8IKftO#ftf fe{±^TTV E G FOWtj^?n5, R% 
L<H\ 2)Iffi^tf:, TO LTtfbn^. (0>J;LH?, VEGFi&fUl^feJ; 

0 


(24) 4#^2 0 0 2-5 4 3 0 9 3 

[0 0 4 3] 

VEGFR2«irLVEGFtn;TO, -MLrMmZtlZimm (flRfcf, V 
E G F ICMLT 1 0 Ofe&fdt 1 0 0 0\m^)VMmm\^^^U^) T* 
0PM LT V E G F^ttM^iSttJ&PfltfrSo V E G F R 2 K^ir^V 

e g f £«L&t«*&, v e g vmmmmmm^mwmmmm** 
£&t\> -m.m^±, mmm &mt. vegfc^lti ofev&imm) t 
o&v e g Fmm&m&&*fflB\tzfam*. ^mn^ow^^^mtz 

[0 0 4 4] 

•fe-f (CAM) 7yfe>TT*feSo *MfF!IS5, 7 12, 2 9 Uffcj\ ftlT^ 
[0 0 4 5] 

W:mm^5, ooi, 1 1 6^i^ c AMTvt-fmmt&smcm 

Efct 3SSS/*c«4BBt j e-nP>©^?)I^SU ^LTlS^b^^ty^ 

£<D&® l <Dmmw\m-£ft%o «i^5, 712, 29 nt^n^s 

[0 0 4 6] 

i&m LTmrnzftrnzo c^y^i^ervw^ xmrn^ms, 712, 291 
ms&ifmms, 8 7 1, 723^ Mog^c^T^iw^'? 


(25) 2002-543093 

[0 0 4 7] 
[0 0 4 8] 

*fPJ!WJ^&V E G F R2M^ E G Fffitt Cfc.fctfffillOig^? 

(a) VEGFUW-VEGFR2 (KDR/F 1 k-1) tg^t^VE 

GF^wBtia^-r§^; 

(b) VEGFUz^-VEGFR 1 (F 1 t-1) Idg^t" 3 V E G F %W 

(c) VEGFR2©VEGF§!#14UygHI:£IS^U ^ tTSf S L < tiWii 

(d) VEGFI»l4MW^tt^PI^t, ^LT»^L<^Wm^ffiS1-^^ 

( e ) v e g f mft&\HBimimm*mm u * lt$?$ l < 

(g) 7^77-^, m^mm^rdm^iumjuov e g ¥ r imft&<Dm 


(26) ^2 0 0 2-5 4 3 0 9 3 

[0 0 4 9] 

*mn(D¥fi£<Dmmz. vegfr2 u^fz-fcm&tz vegf Jtmrnm 
wmL, jy\£$T*%m%tfimm%}%ttL, ^ltvegfr i u-t7°$- 

Mi, ^ytu—fMKWZCS (ATCC PTA 159 5) £[5]-tf)xt: 0 
[0 0 5 0] 

7°;w^ 2ooo^3^2 7s^^it±j$n, 7^u*y^-ry*;i/^^-nu^ 

^3 > (ATCC) (7^U*^a /^-72 0 1 1 0-2 2 0 9, 7t 
a— '>x>r- 0 8 0 1) ic^fRMt LT 2 0 00^ 

3fl 2 8BJc^a^n, ^LTATCC^ftS^ATCC PTA 1 5 9 5 £ 
2 0 0 0^4J3 1 1 BKtf-^Sftfco #l^^±^»^f(; 

^H^(7)fgmca^^T7^^X h^IO^OTT'A T C CtC J:oTA^ 
[0 0 5 1] 

mn&}lC : e/?U—ffrfiifo2C3 (ATCC PTA 159 5) £[r]-cDX 


(27) $^20 02-5 4 309 3 

V-i->lViW2 C 3 (ATCC PTA 1595) hlq]— CQxtf 1 — 7°W E 

^ t/*P— ^;Mnft2C3 (ATCC PTA 1 5 9 5 ) £|r|— ©xt? h- 
[0 0 5 2] 

^\mmm*&T}%2mmM$, mvEGFmi*, £fcw:^/^p— 

#[{#2C3(ATCC PTA 1 5 9 5) gftWI^ J ?U—f)\,fflk 2 C 
3 (ATCC PTA 159 5) i: |r| — ^ SfcttHMftK:^— T&Sxfc? h- 

[0 0 5 3] 

ffl^y^P-t;I/Kft2C3 (ATCC PTA 1 5 9 5) r^fc&J;^ 
x ^SWt, $fdi#Kfa£lRl-\ $>§i/Hi:|W]-<Dxtf h-y^iS-g-rsj M\ 
CCD^ey tJlffiWZ C 3 (ATCC PTA 1 5 9 5) £ T^M^fSj 

-^;l/^f*2C3 (ATCC PTA 1 5 9 5) fc8&Stf]£ra£U#S £ 9 £ 
, ^/^P-^;Wn#:2 C 3 (ATCC PTA 1 5 9 5) ^IWt, fft 

«*swtiwi-, &3Wii5i-£Dxtf h-y^/c^ rxtfh-ygMuj ^lo-r 
^nt^-rs. ^7ctt^n^^^tt^wr^mf*T'$.^o r2C3£ 

MSIS^J fct fS$£ T2C3li^J fccfctf T2C3^-X^*J Mtftl 

*3<fctf;£j£fc:jgffl£*iSo 
[0 0 5 4] 

^/^P-fvUJr[{*2 C 3 (ATC C PTA 1 5 9 5 ) ^fed;^ HSI 


(28) 0 0 2-5 4 3 0 9 3 

^mmm (2C3) *&rsz.<jfflm\fo<m&\t, ^/7n-^;i^*2c 
T&mtt^3L]£h~7*%feK&feir%££i)\ mmznzo t^u 2c 3 

x ^bTxeh-^-ytry^i, Champed (1995) (#lC*^SfflS 
[0 0 5 5] 

^SiSirL^om^^. ^©gg-a-A^ii^ntfs. s^^^wx^u- 

?tl§o 1 9 9 7^8R 2 6StCfiJff$tl/c*gl#I^5, 6 6 0, 8 2 7#te 
, m^cDirif* (0J*fct 2C3) ^|Rj-^fc«M€^t|iSj-(DxHh-^^ 

[0 0 5 6] 

ft#, fLTVEGFMiMiClffl^n^o rvEGFin^MtlJ £<fco 
T, *BJ»^Cf2ftf)2 C 3l£l=rV E G F miI^Mic<DMtl <m&\ 
VEGFW ^M?tl§ 0 t£oT, ELI S A45<fctf£xx* >7p >y h 

[0 0 5 7] 

(2C3) fcCO^IIifittOgrtJI mZ-lSs l : 1 OSfcttl MOO) 


(29) #g2 0 0 2-5 4 3 0 9 3 

7-r v * -r t 0 © 2 ^m(**^ffl-r s c k £ o t, ^Ucnvhn -;Wnf*© 

[0 0 5 8] 

n-;I/ (2C3) ^ILUSo Lneoi^fcvt, iinvhn-;l/Kft 
£MI$£n3^IM^ttM*0rt (0!l;Ltf, 1 : 1 OlfcJil : 1 0 0) T* 

[0 0 5 9] 

(Dmm^-ftifri-DXhiom, ^Lxccoayhu-^mm, znzomm 

Sff^£UC3, 3' , 5, 5' -fh7^fM>^y (TMB) SK) 
[0 0 6 0] 

mm\mw(Dm^wp-t^^, mmit (2 c 3) fafozjEmicm-vm (2 
it? h-7*mm?zffi$8fifo*jik? cf&fc-^ ccomm (2 c 3) r 


(30) t$^2 0 0 2-5 4 3 0 9 3 

[0 0 6 1] 

ns) o *igwofflig^fc^r t^e^m^j ^ mi • i otmi ' i oot 

<DM<DftM<Dlfre'P%;< £t>ffi7 0%, ||7 5%f /c(^8 0%© (E L I S A 
tCfe^TVEGFK:^-rS2C3©) LT5£g2nSo ^fc 

J;DXhUy>>x>h^M}iif^'l4^^^^*^, **n : lOfcftjl : 10 
0 t <Dm<D&M<D)fcT*'P%i <t^82%, 8 5 %, 8 8 %, ffi 9 0 % x ft 
9 2%, £/c&ft9 5%*5t^i ; eogjgO (E L I S A £ TcttZ^CDimmWj; 
T^^tfe^TV E G F t^-TS 2 C 3£>) If^Rjt^M^^o 
fc^SB^S^fc&LT^T'ft^tf, ft9 9%, ft9 8%, ft9 7%, icTc&ft 
9 6 %$>2>W*Z(Dmm<D V E G F «£^ir£ 2 C 3 ©IS?lW6l&M'>£^-r<fc 

[0 0 6 2] 

#ffcgmi, ty^o— ^;l/^(*2 C 3tJ;oT0!l^nSjb\ ATCC PT 
A 1 5 9 5a^7'J K-vfclioTM^SnSfr, SfcttilOi^^y^n 
-^;i/^f*©in:^^-7^^yy h^^^o ^/^n-^;Wnf*2 C 3 (ATC 

C PTA 1 5 9 5) t LTHM^J^lRl-Mlf h-7°^^-r^>, -t/^O 
— TvWfiV E G Fffift£g£-f Sm^t* u k-v«\ *%^©S'J©^STSSo 
[0 0 6 3] 

*fgfE«U / >^<^fc^l©^i^'l4VEGF^i^ffl^T, 

43J:0^$ti/ci!]»5> : ey^D-^;l/m^2 C 3 (ATCC PTA 

1 5 9 5) T^MW^^MS^^^*^)l^-r^X^^-r^7 0 D-bXt 
<i:oTi1lii^n?>^y^n-^;L/|r[{*2 C 3 (ATC C PTA 1 5 9 5) t 
LT^M^JtP-c0xt: o h-7 o i:^-r^. tfiVEG FJal* ; &£tffc:4*&:< 

fclj»£> V E G F ictttZ 2 C S^ttOSe^J&IISW^M^^HirSJrL^lRl^ 
iotlSmty^a- t^m^Z C 3 (ATCC PTA 159 5) £ 


(31) ^2002-543093 

LTmmmzm-(DJL\£h-7°tm£t2>. #lvegf#[#^ zzicmm-z 

o 

[0 0 6 4] 

^e/^n— f)VmW2 C 3 (ATCC PTA 159 5) £H3tfltyC|f] Cx 
^h-7«,!j£U ^LTVEGFU-b^-VEGFR2 (KDR/F 1 k- 
1) lZ^-?2>VEG¥*¥fmmmWt2>, KVEGFm %fclZZ(DVi1% 
'^-7=7^^yy ; ^f>m^y^n-t;l/fift2 C 3 (ATCC PTA 1 
5 9 5) £HSIl^ClUt;xH 0 h-yt;:^U fLTVEGFUz^-VEG 

f r i (f 1 1 - 1) iz^tzv EGF%mmmzmmtz>ct%:<s VEG 

F U-fc7°£-V EGFR2 (KDR/F 1 k - 1) ^> V E G F ^PIUF'f" 

3, MVEGFmf*. f /i^^O^^-a-7^^>h^\ ^BJf£>{»^ffi£ 

[0 0 6 5] 

C(DJ;a^#tt^I^t>^W-r§^[Wi, U-t?7^-M£\ EL ISA, 
nrts feW/i/cailWT'yt^, &£mc±fBcD2 C 3£M£JS147'y-fc 

-r^ i u±%rcmm£t>#K&-iTm%fcmfe-$ftmz>o vegfr2 ic%&& 

t§VE G F^-KLTWm^M^^ ^LTVEGFR 3 V E G 

F£-SLT*rj££ffl^l,£l\ 2C3«Jrtf*©^ai?{ffi^li-r^^#^, ±15 

[0 0 6 6] 

2C3ii, V E G F R 2 3— h E L I S A ^x;I/t^-a-T § V E G F 
VEGFctDfelO 0^*3«fctf 1 0 0 0^^i§€/l/ST\ ^n^ft^ 2 6 % 

ft^Wfa 7 4 tf 8 1 %0\ V E G F R 2 V E G F ©fl&Wc^ L 

t/\> 2 C 3 «\ VEGFR23-hELISA ^xMcHg-S-TS V E G F (DM% 
. VEGFJ;H10 0fel5£Xf 1 0 0 OOTjtSt/HS^ ^ti^'ti/ft 9 2 
%£><fctf l 0 5 %$£frr&£ i:^*^i|iffl9^t^^T^^tifco 

[0 0 6 7] 

V E G F R 2 VEGF^J: DUSBfyClTOT 3, 2 C 3^Mf*f ft 


(32) #S 2002-543093 

te3M£JS1$*if*#, V E G F R 1 t<Dm&l03^T. <fc <0 fgl^iM4£W U#3 
d ££Jlfl¥£ftS 0 Istf-i^ irtfWV E G F R 2 tJjg^fS V E G F fcfc 

^Tm j pfr%ffi'j>*G?&m&. vegfri 'wte&vm&i*. zommzfe 

[0 0 6 8] 

(a) ^7xx^y7n»y hTVEG F£££T3C££ < fcoT7'y-tM';£n3 

<fc 9 $tiLMmmc]&±LLrc v e g fx^ h-^cis-g-T^ffift ; 

(b) jSStVEGFU-llg^-rs^; 

(c) VE G F U-fc7°£-VE G FR2 (KDR/F 1 k-1) «S-£"T3V 

(d) VEGFUW-VEGFR 1 ( F 1 t — 1 ) %> V E G F £ 

MtPIfl%i« ; 

(e) VEGFR2(7)VEGFiH#Uy^{b£im *5<fc Oil L < 

c f ) v e g f mmiinmm&&*®.m. ^i^i l < &wi^is^-r sstft 

(g) VEGF^ftj£M±g5l£|$m L<t*WM£IMt-Sm 

I*; 

(h) ii^it^Pli, feJ;U L Hb<^wmi:pi^-r§Jn;{* ; 

( i ) 7^D77-^ ^#«lfc^#:#M«©v E G F R 1 

(j) MI;ifMlTiijtl^^-'r§^^ N )MMi43ckOTi?lXhn-vti: 
(k) Zu-i-;ltrlfo2 C 3 (A T C C PTA 1 5 9 5 ) t LTIrH 
[0 0 6 9] 


(33) #S 2002-543093 

&fflB§fr£W£*HCSft£l/^!0, VEGFR2li, Jtl— V E G F ia{££>$3H 
fciOWft 2 C 3 5iS^tt^fM5 0 
[0 0 7 0] 

*mnwicts^Tim-$ft&&*>iz. mm mm &&z? r^ms^ou 

iG^W^-r^o SiI^fctt^^F^^y©^-r7°^fe#LT. Jnftte, 50CD 
±^^7X: IgA, IgD, IgE, I gG, fcitfl g MO 1 otcfiJD 
^So CtieoKltt, «IMlgGK IgG2, IgG3, IgG4££ 

#7t;8l5ifcJ\ ^T*^So 
[0 0 7 1] 

fe^tf/tfc&i gM*\ »$u>o <me>ti, ^i^^sitcfe 

[0 0 7 2] 

"3<o *^Otamcfe^T, fc$rc{iASmo^ffl«, #®Wlc2?g;L<£^ 

o 

[0 0 7 3] 

*7U—f)\,mk (MAbs) %Tcte^mmfo(Di&mtf£<9]ff%Ll\ M 


(34) #S 2002-543093 

[0 0 7 4] 

-So 

[0 0 7 5] 

fc#>fcH£ffl£ft, *LT£©fflIgfcJ\ F a b' , F a b, F (a b' ) 2 , 
©F^-f>JrLf* (DAB) . Fv, s cFv (|-|Fv) , mttin,fo, $47 
tfxV- (d i a body) 3 %tfHk7 ? 7 * V h^t? 0 ®l^©Jaft 

J^fcn?&S (Kabat?., 19 9 1 Offline fc^T^©#^£ LT#tM 
ffl£ft£) £#E»££) o ^c£V7*xV-&, EP 4 0 4, 0 9 743«fctf 
W093/1 1 1 6 1 (^n^tl*HJ!lfflmcfct/^T^©##i:LT#tMffl$n 
S) KS£>fc:fESc£nSo S^mi, ZapataB (1 9 9 5) (* 

[0 0 7 6] 

ttfc-^ C(D^ltii-VEGF5im±, ie^J#^7Sfc^ia^iJ#^9©7^/ 
m£Flt'p%;< b^mi 5%, £D»f:L fcfe*^8 0%, <fcD$?g;L 

<^<^tU85%, £ W£L 9 0%, ^LTJik£?3; 

L < < i: #j 9 5 % S & i: |W) U 7 ^ / I?I2?iJ©7 5 / &BE?iJ^£#*s 

tni-VE G F^ttli* 2 C3ft#K<fcoT0J^;*ftS«i:"3&, *3»DVEGF 

R2-H, ^-veg Fm^^^m^m^^ ttmnm^mt^ 

o 


(35) #^2 0 0 2-5 4 3 0 9 3 

[0 0 7 7] 

^ymm&vm^tLT^mm^ic&^Tymzti, &wx&tu& mvm- 
&(Dm.±<Dm&*mi&'?z>o E&\tm<Dfctb\c&m-£nz v e g f r 2 -mm. 

[0 0 7 8] 

#^WSLl^»ilt43^T, #!^©m-VEGF5i{*«\ I2?iJ#^7 
3; fcttIE?y#*f 9 (D7 5 /mWVkM-t%>7 ^ /^IE«^£-^£? / >& < 

-F£ft375 / &ie*iJM#£^t? RT£1£ig£ <k o T ffll^ £ ft £ 0 £ «fc 5 &BE 

siife^o-^si^^^cDR 1-3 mmm&mz 2 

C 3 S c F v©V hfe«fctfV k ©IH^jTfeSo 
[0 0 7 9] 

ftilWi; Ll/^SIfl^it&^T, ^-1; i/'t^©V E G F R 2 K-VE 
GFinf* (0J;Lfcf2C3) £I±$£LT, ±t&Lfc£fc«gftfcl$tt:&#r£x Jg 
2ffift©ffi{*tfM{ttSftS 0 0lJ*fclU m2ffift©taf*:«\ «fcD®^&S££$Iftl1£ 
x V E G F R 2 lCffi£t%> V E G F <D «fc D W$J&)IiK V E G F R 2 Idg-g-TS 
VEGF©i;?)1ti^II, VEGFR ncf£-g-r& V E G F 5» £^31 

[0 0 8 0] 

iixt<om4(D7v*>'<*&mLx, &mcmm%>&zffem~$n%o zc 


(36) #a 2002-543093 

3»aoti^tl§cj;^i:, *^(DVE G F R 2-j§Dt, Ja-VEGF 

[0 0 8 1] 

( rgp^th+^^m^j ) *m?z>o ^mmas^T&mzftzM* 

«fm©^t h^/^n— ^;V^co, Sfcttffiffl 
tK&^HHc (CDR) #\ h^f*^ft^i:fc& r7U-A9-^j _t£ftii 

[0 0 8 2] 
[0 0 8 3] 

r^/v ymnv- y -f?\y t &z.£ic&*)jy\£hu x^m-t %o C h 

[0 0 8 4] 


(37) 2002-543093 

[0 0 8 5] 

*»fcTVEGFR2M 3n-VEGFinti^ J-XT£^t? 7°n-fcX 

(a) ^I^S^»^»-r^x^ ; &<fcrj 

(b) MMmft^«^e>^^)l^-r§I@Tfe^T, V E G F R 2 (K 
DR/F 1 k-1) tlg^-r^VE G FfcWltfcPMU ^ LT V E G F IHz7° 
^-VEGFRl (Fl t-1) «S^-3VEGF£W,tr£IML&l,\ I*§ 

o 

[0 0 8 6] 

*^^^o/c»Jtl^, ^/^u— ?vl/jnf*2 C 3 (ATCC PTA 
1 5 9 5) ^^TO^MSJS-T§JAf*^}l^-r§CttJ;oTS^^piJ^n 

(a) I^IJr[f«4lfflKii^-r^X^ ; 43<fctf 

(b) t/^P-t;«2C3 (ATCC PTA 1 5 9 5) fcHKtfJ£ 
[0 0 8 7] 

mc^wm(D9^mmy e g f v-yf^m^mt^ n tx\ mwmm^. 

o 


(38) 2002-543093 

[0 0 8 8] 
[0 0 8 9] 

ttMDfimt. <t&mi turn®. v egf 

KtS-^fSXS, S^m:VEGFR2 (KDR/F 1 k-1) tlS^t^VE 
GF^rWittffi^U VEGFWz^-VEGFR 1 (F 1 t — 1 ) 
% V E G F£Wj££|fi$L&^mf*. fcitf&gfcljSDT*:/ ^D-^-;VMf*2 
C3CATCC PTA 1595) tmn$HZ&£fcJ&?Zffik*. %L&<tL 

m<D$mm&v e g F-y-yy;!/ wm£, m 1 1 h v e g 

S©VEGF^\ SfdJ:«thVEGF) Tli^c&^f £ C i:£ «fc Oift 

(b) M^J/L{«^»^^fbt/cl]»P)t#§XfMT$>oT, 0J;Ltf, 
3nftt£fc»*, VEGFR2 (KDR/F 1 k-1) iC^fS VEGF^W 
tttCffl^U VEGFU-fe^-VEGFR 1 (F 1 t — 1 ) fcJg^TS V E G 
F^M^PI^L^^mf*. fc«fctf&g£jSl;T*y*n-^;bffiffc2 C 3 (A 
TCC PTA 1595) £^fiW£££££j£^&ffitt*£&£"rS. X*£ 0 
[0 0 9 0] 

ftSWicW^MOV E GF^y^M, V E G Fffi&fot LTl^cfckffit©® 
[0 0 9 1] 


(39) #^2 0 0 2-5 4 3 0 9 3 

u—r>i<mwzm3Lt%'^7v v-vzmm-zxm. seme 

fiEo 

[0 0 9 2] 

m®ftJ JtlV E G F#l{*^£«, a^7'J F-^&£tf#L{*&, V E G F 
R 2-mmtKVE G FM«r^£-r3ft\ VE G F R 2 -JSWrJniV E G Fffi{*£ 
bT#ffi1-^«, /vf7U F-^fe<fctfjn{#T&^ l©VEGF R 2-« 
SVEG Finf*^, VEGFR2 (KDR/F 1 k— 1) 5 V E G Fft!r£ 

SrWIUclfi^U LT V E G F U-fe7°^— V E G F R 1 (F 1 t — 1 ) left? 
^VEG FlS^&WBfcWIi^-f, ^Lr^CjSCT^/^P-^-;UJrLf*2 
C3CATCC PTA 1595) £^fa££M&JSt"Sfti*T*&S 0 
[0 0 9 3] 

M<E>ftgEHI1£VE G Wry?)]/ L < fci\ ^^^^h^UhVEGFt^ 

(c) *fgEJm;:fi£oT'>&< t^l^VEGFR2-MKVEGFm 
^tCj^CT^ey ^n— f;ltfifo2 C 3 (ATCC PTA 159 5) £HM 
fft^MS/S^&tfiV E G FJaf*^4-r^ / >^< £$>m 1 (D'sJ-fV F-v£ 

(d) ^(t^lOV E G F R 2-Wir[VE G F^y^n-^;l/trLf*^ 


(40) #a 2002-543093 

H&"T£ t&m 1 <DfrH*m&^7V K-vfcigg-TSXg ; 

(e) igg£nfc'>&< 1 0;^7U K-Vfr£>Sg 10VEGFR2- 

»JaV E G F *y ?u>-i->l$itti*®%xmo 
[0 0 9 4] 

^n-^;Wn#:2 C 3 (A T C C PTA 1 5 9 5) <hHH6*Hc3$M£ 

(a) VE G FtfVT^l/fct/^n — fMKWZ C 3 (ATCC PTA 1 
5 9 5) fccfc£mM^©£&»fc&to£#SX@ ; *5<fctf 

(b) V E G FHt>7°;l/^^-r§ 2 C 3 ^©^^SW^M^I"^ im 
Wtl^^^tSIg-p^ot ; C lT\ COVE G F+f-y7 0 ;MC>rtf & 2 

3 (ATCC PTA 159 5) t'Mnmcm Cxt! h-7°^*i^-r^$riV E 
GFJrif*(7)^lT$>^, m 
[0 0 9 5] 

(a) ^lOVEGF^ ^$hm£&m<D^y l?U-i-;im*2 C 3 (ATC 
C PTA 1 5 9 5) £jgftfc£-frS:Dg N :fe<ktfVEGFldg£"rS2C3<D 

(b) H2VEGF£\ ^^iCty^D- ffrMk-Z C 3 (ATCC 
PTA 1 5 9 5) ^M^»OMM^*^ll^t)-&TMto^^§XfS 

, fciDlMftC^ftTT- V E G F 2 C 3 Ofi^^-fSXjg I & 

( c ) V E G F tC^^-r § 2 C 3 £>ffi£\ £?t L < < t t>m 8 0 

?%mmw*miRir%>ct\L&-oT, ty^n-t;»2C3 (atcc 

PTA 1 5 9 5) fcHStfHClSIUxe h-7°JCjjig^-rS$iVEGFta<**lRl^ 

r^xiio 

[0 0 9 6] 


(41) 8^2002-543093 

nzti&tstu— tjim.mt. u$ umt vm®, (make up) ;&wt 

[0 0 9 7] 

vtztmiz, mmzi ?u-i-)\,mfc*mmrz>rMz>?u-y{k-zn 

TU 

ztc&xdpcr (Dimz^ts) mmztmzo tot, r^^^mw^ 

ft < £ IS 1 (DmWKtfi V E G F 3 - K t £ £ -tz ^ y h * 

(b) *%lii^^T, IMVE G F R 2-JMJaVE G F^E/^n — f)l 

[0 0 9 8] 

(a) IfflftD Gfrg^DTlfflM^tJ^KO) 

(b) WIKWI) fr£>#i§t£tl/cRN 


(42) #^200 2-5 4 30 9 3 

(c) / >&<£&£!lOVEGFR2HMmVEGFin^ ifrg^CT^E 
y^n-^-;l/JrLf*2 C 3 (ATCC PTA 1 5 9 5) fcHSStfJKSMKfSf 

(d) < £ £>|g 1 <?)15?2nfe^n-yA^V EGFR2 -»ir[V E G 
FRMn-Kt§ii^#§m *5<ktf'>&< 1 ©V E G F R 2-M 

(e) ££>nu (Dtu-yfrzmzftrcWfcic&^T^mzti2>'p%i< 

t $>m 1 E G F R 2 -IItKV E G FjfittfcffSIigo 
[0 0 9 9] 

[0 10 0] 

m 1 OV E G F R 2 -«3nV E G F|a{*»fe^ > h^f»^CllS« 

\mm.i£tmz>o nmwmfos ^m*%rcizm-mx<Dv e g f r 2 

v e g F^«^-tr^^ > hff*5m(o&micm?zz ttewmtzKibic, m 

U£A (SDS) , #J0. 5M NaPO^rftlmM EDTA4", ^50°C 
W^7'J £V-tf— >3 > ; ZZfffi 1 % S D S , m*2 Q C'V(Dffi&*&'$ir 

[0 10 1] 


(43) #^2 00 2-5 4 309 3 

V E G F R 2 -»mv E G F fafo<D£M¥mG%)m*%ffi'?%'P%; < t t>m 1 

V E G F R 2 JrLV EGF v 2 C 3 fl£ fcfci 2 C 3 lcM^< mtmWt.? 

^X^;l/X (HSV) , 7fVM/PX, 7fVI$#<>^;l/X (AAV) „ "9" 
^h^^n-)^;l/X (CMV) &M4>T#t/&£n&J;9ft^;l/X^^--£ 

[0 10 2] 

*5g0J!(i> ^<^t^^^filfM$n^VEGFR2-«*rLVEG 
C3 (ATCC PTA 1595) £S*6<HC|r] fcxtf h-Tteag-g-r § 

[0 10 3] 

V E G F R 2 -}IKJrL V EGF^(2C3 2 
C 3 4flrL{*f;fcte:2 C 3 Km~3<Vifo*%&) \z~D^T<D& < cOT&fc' <fctf<£ffl 

ranj a, p>*<i:feij, p>§<i:^i(Dj , rux±j N r 
.fg^^ffl?nt#s/-cttT^<, mftzmvmm <m&\ #\ Ismail 

f:T\ ^LTSfSa^^T'^ffl^nffSo ffi^^^a^ JtlVEGF^ 
[0 10 4] 


(44) 0 0 2-5 4 3 0 9 3 

«Stfl£, VEGFm^ ($?I;L<&, gift (free) (#U-fc7°£ 
V E G F ) *<3tsffijmi*. '>4<i:^10VEGFR2 -«#lV 

e g f $ rzitz<Dimi&&77tf?L y h . ^tcjs CT^ey * n— 

l*2C3 (ATCC PTA 1 5 9 5 ) tmUm^m Dxtf h-7°«££-« 
[0 10 5] 

vEGF^ta-r^m &&xf : t<D&mffm&f<ti. etui* v 

E GFmfcgbnSMi^ ^(il^KDVEG F R 2 -jElfrMV E 

2C3 (ATCC PTA 1 5 9 5 ) fcHSftKlRlCxk! J— -7°«£^« & 
V E G F/^^^tt©^^^tt"5©JC^^^-FT^tt^-li:S 

x$g, fecfctf^^cfc^ic^^ns^ft^wrsxg^^-rso coram 

■So 

[0 10 6] 

#fgfjl!«\ V E G F U-fe7°£- V E G F R 2 tSg-g-rS V E G F £M5fe^3:fc 

tt^w^ffl^-rs^fe^^^^ffl^^b, -HSWtC, VEGF 

#&x^\ vegfr2 (kdr/f i k-i) *mfr%ft&mm*'S&mm 
nrzizmffiomm*. ^wic^io* <^hu<dvegfr2 — jgwf 

JtlV E G FJaf*. ^gKljSCT^/ ^n-^;l/^#;2 C 3 (ATCC PTA 

1595) tmm\m^^v~-y a \m^t^M, £td±z<Dm#:m&77 
9* yy^mmMh, vegf wt^-ve g f r 2 tc^-rs v e g f 
*PA^-rs©fc:wa*^"f?stt-rsxg^^-rso 

[0 10 7] 

VEGF U-tr7°£— V E G F R 1 KHg-a-TS V E G F fc^SfifycPItffS C £ 
& < , VEGF U-tz7°£- V E G F R 2 «££-T& VEGF SrHft&fycMf 3 


(45) #^2002-543093 
EGFR2 (KDR/Flk-1) fciO'VEGFR 1 ( F 1 t — 1 ) *$mt 

&|gl<DVEGFR2 -MffltfriV E G FJntfk ^icjSCTt/ * n— f fotffo 
2C3 (ATCC PTA 159 5) hMm^mi:^ h-7°K%&£tZ>1n 
VEGFm Sfd^«^77^7 > VEGFl/-b 
7°£-V E G F R 1 t^-rs V E G F ^WiKISpb^^^ V E G F U-fe7° 
E G F R 2\cm&tZV E G F £IE#tS©£^&&frFT*&te;£-£3 

[0 10 8] 

*fi|0j!©^6)^§^?S43j;a^O^fflti, VEGFR2l3j;(fVEGFR 1 t 
mZtlZ V E G F U^7°^-0»^^l'J^tiTl"^Xgt4oV^T-e$>D, 

(a) VEGF&5tf£VEGFR2 (KDR/Flk-1) ^tfVEGF 

ri (f i t-D *%m?%mM<Dmm*^&&®¥mmto£rcitffiffi*. 
£M¥mc&%im<D'p% <t^i©vEGFR2 -mm%iv egf & 

^jSCT^e/^P— j-)\stfiW2 C 3 (ATCC PTA 159 5) £HSTOC 

ipjuxif h-yjcise^-rssiVE g f^ ifc(^«is^77^yh^ 

(b) VEGFR2-»fiVEGFfiftO, V E G F fctt-TS^fc < t 

( i ) V E G F R 2 -JgWflnV E G Fffi#©#£TT'©£^ftJSgr£45tt 
3g<bb\ VE G F R 2 lx-fe7°^-tCj;oT^^tl^^©^I-e^^ I 
T 

(i i) VEGFR2-&mtfcVEGFffiW<DmETT*<D£W¥Wfc®<Dm 

m\ v e g f r i ]s*7#-fc£vTmftztizfo®<Dmmv&%, xm 0 

[0 10 9] 

V E G Fmmft&mmMmi3&Xf/£rclZMm (m i g r a t ion) 


(46) #g2 0 0 2-5 4 3 0 9 3 

, £M¥1ftl£G%im<D')>%; <tfe^l©VEGFR2 -JIBflnV E G F#l#\ & 
M^lSl^T^/^n-^WrLf^ C 3 (ATCC PTA 159 5) tMfflft 
icm^^h-7°KBat^^(0, gcfc&VE G F R 2 -jgKfftaV E G FJtl{*0 
^S^77^^ > h^mmmt, V E G FMW^jS«»*5cfct>VS/c 

[0 110] 

v e g f mm-* tuyy- i?<t¥jm*Gmz mm? vegfi 

ttiti, -flftfify;:, ft&MM. '??v7 7-i/l3&XfVEG?*'5tsMM£rclt 

m%&(DMm*, ^.vo^mcmmwprj; <t^iovEGFR2 -mmtn.v e 

G FJtl{* n ^glCfS^Tt/ Zu—rfrmtZ C 3 (A T C C PTA 159 
5) h'M«£|T5jUxh 0 h-T^HS^TS*,©, SfcfifaV E G Fffif*©*!^ 
^77^V hmilftt V E G Fl^T^P7 7-^b^tt^W^ 
mm?%££1Si<, V E G Fl^^»^5l$3ci:tf/tfc^)l^MT§© 

[0 111] 

V^P77-^\ W3SSf:(if»W^V E G F$«Wm^P1W 
VEG Ff^^lffl^mfc^^/f fcteSE^ ft^mc&glCJfc 

t^l©VEGFR2 -jIHrJrEV E G FJtl{*. ^tjSLJT^E/^n— ^;U^[f* 
2 C 3 (ATCC PTA 1 5 9 5) fc^tfjfcHSIDxfc! h-T'fc^'tSfe 

rctemnmmf&<Dv e g Ffflm*&MKmm? vegfi 

[0 112] 


(47) 0 0 2-5 4 3 0 9 3 

^IMt : ffM'l40Jfllt^|||2| Ctftfr^ ^tt£LTVEGFfcBIlf£ft3 i & 

Wfc^W**©^* <h£>!gl<DVEGFR2 -3I$t#l V EGFSI* 
J&CT. €-/*n-^;l/jfif*2C 3 (ATCC PTA 1595) fcHSWtC 

[0 113] 
[0 114] 

> veg FmmnfcMMmm&&xf/%rcimM®m*mmL ;veg fi^t 
^077- i?7kim*^mimm? vegf m#rtj^ifflM5i$3 * 

©vegf »^«t^ ffl^-r vegf mmn&nwm&& xs/ 

&m*mmt&<Dlcm)]%, VEGF R 2«*rLV E G F#l{* G&gfcJfci; 2 c 
[0 115] 


(48) 0 0 2-5 4 3 0 9 3 

m«dv e g fm^wm^im^c , MmffMm#^5as-r§ 

^mc^mmcD^rj: <t^l(7)VEGFR2 -JiWrMV E G FMf* (<&g 
kljSCT, ^r/^P— ?vMnffc2 C 3 (ATCC PTA 1595) ilUKfft 

isawa© v e g f mwtft^mfc mm? z>zt%<, iifiKi^Mit s © 

[0 116] 

^?z> 0 zmmmz. 4if wk^&i ©m< 1 i © v e g f r 2 - 

»t£iVE G F#[# G&gkljSCT, ty^D-t;«2 C 3 (ATCC P 

ta 1595) trcitc^m^fo^m^yy^ 

[0 117] 

tAMmM'&mV!}(D7,?V-->>f Ofyifhn) Is&XSfem (^y^f) a 

<£ 0 6 n s HM(Dmm $ ft a Pt w# s *\ 3; « * © * -5 & j&h* 


(49) #^2 0 0 2-5 4 30 9 3 

[0 118] 
[0 119] 

[0 12 0] 

^a#i^5, 7i2, 291^ temmm^ts^Tm^tLTWimcmmz 
2, 291^ m^(omm^^(DTMLif.mwm\^^i:^tLrmm 


(50) <$m 2002-543093 

;14tl{*2C3 (ATCC PTA 159 5) £$m&3lCffltx.Xh-'7Kl&'& 
[0121] 

«fFfg5, 7 12, 2 9 1 ^CfBicCDaUc, *fPJ^7m&'£tfl£ffl^ « 
ft. mn&mm, t-f-x>y h^, IIISII (blood borne t 

u m o r ) , mimmm&mm. it^mm, mMmnnmrn^ mmm, mam 

#e, nmfomm&s ftwmmKMmsL* *v-vm* j-nxm* mn^nm 
nmfflzm. mmmmmk. ^wmwk. mm&mm. Mvvm 
, mim^ v^lm. mumm. *-vymm, fiw©^:^ 

^-X^-^x-^-^i^ ^x-^-Rendu) , ^ 

-^17 h#t. ^$f*$ftlfc (pars p 1 a n i t i sK M^Mm, phy 
lectenulosis. ZftteMMfk. U— j^I^>», 

^witt^ttitfeR gtfttftji&sa&jm, JftftttftliW^ 

[0 12 2] 

If (C^'l/^##t Lt^itiffl?tl§, 7RS#I^5, 7 5 3, 2 3 0flC 


(51) $$^200 2-5 4 30 9 3 

um®fii&¥wm?*m^rcmM&<DM i wic&Zo ^.mm^ms, 972, 92 
2^$fc, ^mmm^^xmmtLxmm^mm^tix^o, mmm. ^3= 

, mm^xfmmf&(om.m. ^x^mmm^^xsmm^mm^mm-^ 

[0 12 3] 

xmm^ms, 639, 7 5 7mt s ^mm^^rm^tLx^hKmm 

zfm7k(ommte, wo 9 8/4 5331 ammmic^xm^tLxmmic 
Sffl^nn^) ttei^titt^o tot, tij^MMomi^w-r^A\ £ 

[0 12 4] 

WO 9 8/1 6 5 5 1 &WmWfct5^X&%tLXpmfc&f8-£tl%) £ 

tmznz&o^ vEGFii^A {yyzu-tjx) ?z&m¥toft?& 
ifzmmicmwv&Zo tot, xwmwvjj&is&xfm&o). vegfjs#l*i 

[0 12 5] 

m&<D$m£x(omwte. t^zntt5£wftx*niffix&&t>K *m%(Di5m 


(52) #a 2002-543093 

(Dtmw&nmm <nmm & a «> 

[0 12 6] 

SKa, -7^077-^ l/ciii:MlK»0VEGFM^ 
R 2-»MV E G Fmf* G&gtCJSDT, t/^P-t«2C3 (ATC 

c pta 1 5 9 5) tnnmzmv^¥h-7, ttitcvmtvw?^ 
77^>ht, v^n7 7-v>\ ztcimnwiiummtDv e g f#j 

^^^^^(^ V E G Fi#l|«ffl||t^£ttll-!?, 
[0 12 7] 

M^ffM mm? % mMJtymt £ # i&fc * # c ©^gic & # * *mm- %> 

&}%m<D'P%: < t &m 1 ^^G^fiJ» ( V E G F R 2 -«ta V E G F Jtl{* ( 
^glCfSCT, *:y?U-i->l#iW2C3 (ATCC PTA 1 5 9 5) i:^ 

nmzmtx-vh-y. s&ve g FSft«is^77^>h 

[0 12 8] 


(53) #a 2002-543093 

[0 12 9] 
[0 13 0] 

m±. Jjg^ttfbStlT^&^frfe L < V E G F R 2 -i&BHnV E G Fjrift 

x is-tcit^^mm^^^^y v o&^icjfcizr, ^y^n-^-;i/^:f*2 c 3 
(atcc pta 1 5 9 5) tnnmcmi:^¥h-7iz%&'&tz>) 

o 

[0131] 

SftTl^ftV\frfc b< ttS©V E G F R 2 -jI§9nV E G Fjrtf*, £ tzXt^OM 
1^77^>h G&gfcJSCT, ^/?n-^;Wnf#2 C 3 (ATCC P 
TA 1 5 9 5) fc^Sfa£|p|i;xt; h-7°«S-£-f £^&o 


(54) #g 2002-543093 

[0 13 2] 

te»V E G F R2-mW\mV E G Fffitt, lfettf©M^77^^yh* 

s#-rsxse*^-rs ; cc-ec©ig^fb$nTv^v^^t<^icDVE 

G F R 2 - jfiWffii V E G F tftfo f fcte^m^^ te, &g£JS 

DT, ^/^n-7;Wnf*2C 3 (ATCC PTA 1 5 9 5) ^HK&^Ir] 

[0 13 3] 

nTl/^l^t L< «1S©V E G F R 2 -jMJtlV E G Ffltfk G&gfcfSttT 
, ^/^P — f)\^m%2 C 3 (ATC C PTA 1 5 9 5) fcHMtfJ£|p|i;x 

[0 13 4] 

< li|$©V E G F R 2 -»*tlV E G F*tl{#, G&g^CT, t/?P— JvU 
Jrtf*2C3 (ATCC PTA 159 5) fc^Kfttel^CxfcT h-7£$£-&-r 
StO) , %fcltZ(Din,m££>y7y*yh%:, VEGF#VEGFMz7£- 
VEGFR2 (KDR/F 1 k-1) fc:*g'&T5©£PMLTs cmaD, C 


(55) #a 2002-543093 

[0 13 5] 

mmm&mmmtzmm (mmmmmmmt^y<D±x<Dmm^ts) 
?%wmizTd,mm\c, femmzmmmwMrz^ t t>m i (D^mttsnx^ 

^P-t;Vtift2C3 (ATCC PTA 159 5) hHft0*HC|q] Cxtf h- 

& ; Z£X\ JaVE G Fj/iftkL VEGF^VEGFW!^-VEGFR 1 ( 
F 1 t - 1) \z^t%<V*^W<zmmtZ>Z.tr£<, VEGFAWEGFU-b 
fZ-V EGFR2 (KDR/F 1 k-1) ^^i^^O^M^tPI^^o 

[0 13 6] 

(D'pft < t 1 OlS-a-^b^tlTl^^/b^ L < M£> V E G F R 2 -«Jn 
VEGF#l^ GBglc/SCT, ^E/^n— ^ft2C 3 (ATCC PTA 
1 5 9 5) ^^MW^^Cxeh-^S/c^^^m^'&^^^^yhtc^ 
-?%&<D) ^S-^-TSXig^^-rS ; KVEGFtftfMi. VEGFtf 

VE G F Hz7*-V EGFR1 (F 1 t - 1 ) £*£^£©£WJiK:|&^-r 3 
VEGFAWEGFW:^-VEGFR2 (KDR/F 1 k-1) 

ttMtc&m?%ztte<. mmm. ^y^rc^mm^mmn<D^mm^ 

[0 13 7] 


(56) $82 0 0 2-5 4 3 0 9 3 

& < t hWi 1 <Dt&&foitZtlT^%^frt> L < V E G F R 2 -»Itl V E 

GFfnf*. («)£l;T, t/^n-t«2C3 (ATCC PTA 1 

595) tmnmcmv^h-7£rci±Z(ofom$&y7 7*yhia^t2> 

&<D) *&5-tZJM*&31r% Z<1T\ JtlVE G F#l{*&, VEGF^VE 
G F Ix-fe^^-VE G F R 1 (F 1 t-1) ld&GrtZ><D*1iMfc®mirZ> £ t 
VEGFAWEGFH!^-VEGFR2 (KDR/F 1 k-1) KB 

[0 13 8] 

%^fr&rcl&U<DV E G F R 2}I8f9nV E G F|r[{#, *^C]£UT, ^&/^P- 
^;Wnf*23 (ATCC PTA 1 5 9 5) fc^fltyClSICxfc! h-^C|S^ 

1- § e> T-s^t s an * 2 5> t^rr § o 

[0 13 9] 

m^mmtLr, en, m.m. mm. mm. jg*we>ns 0 *s#fFSg5, 7 


(57) #g 2002-543093 

12,29 i*tw\ M%&j&(D^£rciffimcDmwtmfr&t>*kT'Sizftwz> 

[0 14 0] 

xmcmmznzKmm^ms, 753, 2 3 omcmcD^mmmmic^x 

[0141] 

^^ItSOt^Sifecfc^SO, V E G F R 2mm$iV E G FMf*t:fc 
[0 14 2] 

LfrU fflfg T&^J li, ffiffflt^&^T, VEGFR2jI®t#lVEGF 
V E G F R 2»9nV E G Flaf*f felt 2 C 3^-XOfe»J£, «1^©3MJ1 

^x. mm^mmmmm, m^ramm^mr^/u^ MLxfemz* 

§o ^H'&GQV E G F R 2»JtlV E G F^t/tti 2 C 3*iM^#\ 
[0 14 3] 

^^^^^W^fecfcm^ffl^^fc, V E G F R 2l|jjiV E G FjfLftg; 
felt 2 C 3^—X<Dfe%mi*. m&<Dft&£fcl±mm^<D*tl i o<Dft&fcl3^T 

. ^n^^M^\^^(D^%rj:m^xn-^^imcDmmi^mr^o n 


(58) 8^2 00 2-5 4 3 09 3 

[0 14 4] 

^lt, v e g f r 2«^:v e g vmtt.rcit^ti^ttm&^y? y v 

, i&MfclJSDT, ^7 — fbm*2 C 3 (ATCC PTA 1 5 9 5) 
[0 14 5] 

tzV E G F R 1 Kj^LfcV E G F tlS^§:i(C<J;oTif Mfci W 

§VEGFR1 Iti&GLfcV E G F \Z.ffl&i$%aa~$%> £ h : fcni$tlCirZ>(DK^$)j 
%mg.T\ '>&< t&m 1 (DV E G F R 2IIRV E G F felt ZtlZ (Oft. 
m&^y^fty K ^SKfSDTty^n— ^;l/Ji^2 C 3 (ATCC PT 
A 1 5 9 5) i:H©WlclRli:xtrh-yu:*g'&-rS i E»0^ HM^»J^/c 

&<Dihm. Mm&fcteMMfatim^v egf-vegfri iztm^mmm 

[0 14 6] 


(59) # g 2002-543093 

xmtLTWfaztm. c^ffiii, \fWMm^mmn\Km^n^>, veg 

F R 2 56»9nVE G Ftatt* i^KlSl;Tt/*n-^;Wn#2 C 3 (ATCC 

pta 1595) tnnmcw\vx-¥h-7ic$£'e>tz>$>(D, ztcaztiz 

[0 14 7] 

itmm^^(Dn\mmmm^tzimm^mm-t^tMz, veg 

F R 2 jEHt^tl VEG Ftnii*:Sfctt2 C 3^-X<Dftgl|g£-{*0»T'fcSo 

o 

[0 14 8] 


(60) ft£ 2002-543093 

, V E G F R 2«t#lV E G FtfLftSfcti 2 C 3^-X0ftgE*S£#tf, UStft 

fcJ:oT^ftfc3§a&£>ni s fcll#£n£o 
[0 l 4 9] 

*$£W<D$ifol*. VEGFR UcMbfcVE G FtClS-a-T^cl^^cfcoTjfa 

■b7*-*££V E G F ^^*g^^ig{^*r5©k:^*a^ < £ l 
©VE G F R 2»t^VE G F#i#:, £fc&^n^C>^JII££-7^^ > K & 
MtCJSCT^/ ^D- f^mkZ C 3 (ATCC PTA 1595) t^Mfo 

[0 15 0] 

m.X\ '>&<fc&^10VEGFR2lf^VEGFjjitk tfcti^n^©^ 

^7^^ y K ^g£j£cr^/^n-^/i/}n{*2 c 3 (atcc pta 
1595) tmnmcm\:^h-7M££t%&(Diz{m^mia%&2tirc 

[0151] 

ffl^8iJI;fcy#»Tffl8S#JK*g£2nS. '>&< t^KDVEGF R 2>I$t#lV 


(61) ft® 2002-543093 

EGFm £rzl* : £'ht><Dffimt£&7 ; 7 7?i>b, »jst:tt/^o-t 
frtfifo2C3 (ATCC PTA 159 5) tmWftlcm Uxkf b-7°lc$&& 
■f 5«>©£^t?, V E G F R 2 3iKtriV E G FSiftSfctt 2 C 
^^^tyffifiKtltCffiSI-r So V E G F R 2 5££»t*i V E G F Jtl^S & 2 C 3 ^ 

[0 15 2] 

&mm-z 0 mm rftgas^j i±, ^wtm^mmmmtmw^^m 

[0 15 3] 

M^iJ (A s n-X-S er, As n-X-T h r, S e r, ZfclZT h r) £ 
trCft ©-^IB^J 1*1 £ ^1" & C £ £ J; o T^B K Jtfilt £ ft § „ 
[0 15 4] 

V E G F R ZWmy E G F^Sfctt 2 C 3^-X(0^»IIS^{*O^ffl, 


(62) $g 2002-543093 

[0 15 5] 

tt?£L\,^mft\k.. VEG F R 2I«VE G Fm*£fzl±2 C 3^-X« 
ilOlpa" (attachment or association)^ r#>:g 

*S^J <mx\ z<D£?rj;ftm^m±. U£U£\ iR]±^n/c, $ 

ialfaWffM^iJ^> 7>^X^fy (a n g i o s t a t i n) , xy FX* 
(endostatin)^ Ty^^rtf^ Z-^y (angiopoieti 
n) N /U^DX^fy (vasculostatinK #>X£f-y (c a 
n s t a t i n) fccfcO^XkfV (ma s p i n) ©l,vf;h.fr 1 OT&& 0 life 

, tfy^'JXf-y, lf>xXf-y|5j;t;nyyi^^X^f-y (combreta 
statin) (D 1 OJ^Lh^W P>tl&o 
[0 15 6] 

^W'lt^iJfc^M^Pf^tt^iJtD^fflii. V E G F R 2«*rLV E G FK 

G F R 2 -lijnV E G F^S/ctt2 C 3^-X<0 Tnr^'J^yK (c o a 
gu 1 i gand) J *4i;So '>5:<fct2O0MfflllSiJ (0IJ*tfx 1 OJ^ 

[0 15 7] 

^©iSffl£*5^T\ V E G F R 2 «JtlV E G FjrEf*f;/c& 2 C 3 ^-X<D 

tzmjiz^-rz mmmm^mL mmmmmmmm s /c mo 


(63) #^2 0 0 2-5 4 3 0 9 3 

[0 15 8] 

^y^f'Jy) ; ryhW^'Jy; 5 h^^yyc ; t£y#7;i/#p^ F ; 
; ; x h#<> F ; ~ v^^i/y ; fe<kc?*tM^7;i/+;i/ 

[0 15 9] 

T, V E G F R E G F*fE{*3:/c& 2 C 3 ^-XOirtf«^^fc46© 

3^T*&3 0 ft»I&Sf!l£LT, x^K7-rnti (epipodophy 
1 1 o t o x i n) ; ^ffl®tt^^tfc^^®tt^l«^cDIgMAg^ ; U #V- 
i^Rgttft^y^M (ffl*fcf, (sapor in) ^/cte^n^iy ( 

g e 1 o n i n) ) ; a-W> (o-sarc i n) ; TX^l/^'jy (a 
spergillin) h U ^ Ff-y (restrictocin) ;U 

#^U7— if (flRtf, JMUtf^UT— if) l^f'JZll^W^i 

[0 16 0] 

AT*feo, r^y^^wkufcA^ ( d g a) j tm$ti% 0 mrvxi/Mt 
LfcVi/yhmits %<Dmm<D$ht}. mi^m^r^ ^Lx^n^m^m 

y Amtizzs/zrcimmmv yy um^r^ m.m^nm^>o 

[0 16 1] 


(64) $^200 2-5 4 30 9 3 

4 9 -if ; \5\Wi0 8/2 9 5, 8 6 8 0KS#fF^6. 0 0 4, 5 5 4§) ; Ir]^ 
0 8/2 0 5, 3 3 0^0fcH#g^5, 8 5 5, 8 6 6§) ; TO 0 8/3 5 
0, 2 1 2f («I^5, 9 6 5, 1 3 2f) 1^0 8/4 5 6, 4 9 5 
^ (*H#fFlg5, 7 7 6, 4 2 7^) ; m^O 8/4 5 7, 4 8 7f (» 
fF^5, 8 6 3, 5 3 8^) ; TOO 8/4 5 7, 2 2 9^<ttf|p|^0 8/4 

5 7, 0 3 1 Ofcll^fFlg 5 , 6 6 0, 8 2 7^) fe*i^0 8/4 5 7, 8 

6 9§ (*i^6, 0 5 1, 2 3 0f) o 

CO 1 6 2] 

#3£fE<D 2 C 3^-XCD£riV E G Fjnfti; /"cfifffiOV E G F R 2»rinV E G 
[0 16 3] 

*mmm^x<D{m<Drzib(Dimift% L^m^^-rv yi»^ 

tiy^uxf- >r») ;fc*tf3y7l/^W (com 
b r e t a s t a t i n) T?&3 0 ^W^ny^V^X^f-yii, □ y7V£ 
X^fyA, B&^tf/lcfcfcfcD (A-K A-2, A-3, A-4, A-5* 
A-6, B-K B-2 N B-3, B-4, D- 1 $5<fctfD- 2 5rgtf) *5<£tf 

[0 16 4] 

V E G F R 2 JiKJaV E G FjfittSfcW: 2 C JgHfcflEil 


(65) #^2 002-5 4 30 9 3 

[0 16 5] 

<KD&o-&Qzm<Drclb<Dlff& Lt^JgHH^ix Tissue Factor ( 
TF) ^D'TFiii* (fllitfcf, m.mm(DT¥ (HF), Zfftfb T F , H 

swbT f, m&mtT F/^ffi#fkT f, fe^rav i i mT*mmt?zm 
mm mi \ /\ u mvi i / v i i a ^ix/ixa 

H?33<fctf^X/X aHf) ; G 1 a&^£^< If * 5 yKfe#Jg@@? ; Ru 

s s e i i ^v-v^mmrnxm^mtm ; ifn/j^^wb^ti <mw:\ h 
ki&&xfhuy#*yv Aii/y*-- tf) ; 7^ 

[0 16 6] 

0 7/8 4 6, 3 4 9§;^0 8/2 0 5, 3 3 0 0KII#fF3!5, 8 5 5, 
8 6 6^) 1^0 8/3 5 0, 2 1 2^ (»f^5, 9 6 5, 1 3 2§) 
; |B]ij§0 8/2 7 3, 5 6 7^f ; |5jfg0 8/4 8 2, 3 6 9-Sf (^HlffFfg 5 , 

, ^ ; i 9 9 8¥io^2 oB^mmmm^M^ ; nuno 8/ 

4 8 5, 4 8 2^ ; m^O 8/4 8 7, 4 2 7^ (*i^6, 0 0 4, 5 5 

5*f) ; HUfflO 8/4 7 9, 7 3 3 ^ (ffl#fFl£it 5 , 8 7 7, 2 8 9^) ; 

fe«ktf|p|^0 8/4 7 2, 6 3 1 I IrI^O 8/4 7 9, 7 2 7 &Xfffl% 0 8 

/4 8 1, 9 0 4§ 0 3 6, 9 5 5^) 0 

[0 16 7] 

mziz. ^mmm^c^xmmtLxmm^n^mm^m4, 340, 53 

: T^HtBM^O 7/8 4 6, 3 4 9^:^10 8/2 9 5, 8 6 8 


(66) 2002-543093 

mmm^me, 004, 554-51) ■, ^08/20 5, 3 3 oki^ 

^5, 8 5 5, 8 6 6^) ; ^0 8/3 5 0, 2 1 2f (^i^5, 9 6 
5, 13 2^) ; mm0 8/4 5 6, 4 9 5§ («I^5, 7 7 6, 4 2 7 

1 |s)3!0 8/4 5 7, 4 8 7^ (*@m^5, 8 6 3, 5 3 8f) I mm 
08/457, 229 ^fej;^^ 08/457, 031 OKIS^fF 2g 5,66 
0, 8 2 7*f) *3«kt?IiimO 8/4 5 7, 8 6 9^ («f^6, 0 5 1, 2 
3 0*f) o 

[0 16 8] 

^ji/££ftt#3 0 flJAfcf, JLfomz (h i n d e r e d) J V7.)]y 

[0 16 9] 

®ffl2ft5^©S3fS{t^!fctt*?LT, V E G F R 2 3K»9nV E G Finfti: 

2 C 3 -^-XOK^^tfSllfb^^^SlRltlJcSSI- FX^ 

[0 17 0] 

E G F R 2M*tlVE G ¥ffifo£rc&2 C 3-^~X<Dffik&&Zfm$tk4t&fa% 

^^mm^m^nn^mmx&^o cct^m^wR p 

seudomonas ^li^fbn^fT&So 


(67) #^2002-543093 

[0171] 

M^cDit^mmm&Tfimmm^rc, vegfr 2«*av e g f^*^ 

+-9"-hfeJ:tftfy7^x^y^W5>n^o »»J (fflfcfcf, 

^JJl^-y v^PV^^V (macromycin), h (t 

r e n i mo n) fe^'a-ZT-fy) ©Sif^H5<fi*tlTV^ Ofcg^fFfB 
5, 660, 8 2 7^1 ; |I]fg5, 855, 8 6 6^ ; fc.fctfPlH 5, 9 6 5, 1 

[0 17 2] 

*m%%Z<DMM(Dffi9i(D?-tE>(Dl'Dlcm&-Ts (coagu 
1 igand) ©Pi^i. CCe^tc, SSfc^TfrftSo V E G F R 2 itirJaV 
E G F fflkt.fc\Z 2 C 3 -^-XOtftf*^ 1 O^cDMlSIH^^ijnJt^ 

m%o ftijRj6l&££«\ (0J*.lf. jntttf, H-Ofcli 

fttt&&?zm&ic mmmmmtLtim&z>m5.x\ vegfr2I^ 

V E G F#Ete£fcW:2 C 3 XOffittfc&jiSftS'^T'&So 
[0 17 3] 

'»F (ab f y) 2 77^> htf£/j££*U tfHtbfcF a b* yS 

20(0^-h7 u -Oa^0 10t^?>SHS^ £gffi^3g ($J;Lfc£\ o-7x 


(68) #^2 00 2-5 4 3 0 93 

T\ m\z^mtl£tlX, RfrM^F Cab' y) -^f-u^^^^m^ (G 
lennieS, 1987 ; ^m9^C0^t LT4Iffl£tl3) 0 1^7^ 

[0 17 4] 
[0 l 7 5] 

[0 17 6] 

■?'Czu$'C$-mimimm. facs. ftgittt&eu ^t^**^^ 

HWtfk ^lIie^^7y^-r^J;t;mft©#IS^it^^»T*-fl9:WS:fa©^ 
ffi*^ffl?nT, ^3;U^7Fn-^£|i^U#3o ^7Fn-^cDW^ 

#ij*.f2:\ Antibodies: A Laboratory Manual, 1 


(69) ^2 0 0 2-5 4 3 0 9 3 

7 u - X ii *7 A f; tc it 7° n t- << y G -t 7 7 o - X ts A ft 8? £ b l ^ 0 
[0 17 7] 

w^jffl^m#^o m&nrcv egf r 2«mv e g vimmrd,* z c 3 - 

mmtfZrc, V E G F R zmmtnV E G Firi{*f fct±2 C 3 -^-X^Hfttfe 
[0 17 8] 

*iIS^t##i:LT#^m^n^ : ^atBMS^O 7/8 4 6, 
349; 08/205, 330 (?KH#fFm 5, 855, 8 6 6§) ; 08/3 
5 0, 2 12 0fcH#fF^5, 9 6 5, 1 3 2^f) ; 0 8/2 7 3, 5 6 7 ; 0 
8/4 8 2, 3 6 9 OKIl#fFlg 5 , _, _J| ; 1 9 9 8^10^ 2 00^ # 
fFaE3lfT5B£££&^) ; 0 8/4 8 5, 48210 8/487, 427 OfcS 

6, 004, 555 ^f) ; 08/479, 733 OKB^fF^ 5 , 8 7 7 
, 2 8 9§) ; 0 8/4 7 2, 6 3 1 ; ft^tfO 8/4 7 9, 7 2 7feitf0 8 
/ 4 8 1 , 9 0 4 (.T^mm^m 6, 036, 955^) o 
[0 17 9] 

tcmm^mLK&'iTmw.i£tiz>\^&) it, £to¥fttcmwmm%i&&&& 
rdtm^mm^m^— 9--*, t < it v y-b-zmm m#s 0 c<d&? 
rmimat, wtb<ti, w&vf&izmmc&fcvib*), ZLxmmmzrcit 

[0 18 0] 


(70) #g 2002-543093 

V^VfrEi/yitCm^LtcV E G F R 2»JaV E G F^*Wcii0$nSo 

[0181] 

7n^— ti\ 7xnyu*i—^ fyX^y-fy. TGF|3 

, X£7^P4^— tf (staphylokinase) , hpyt£>\ HI X 
aH^ HX aH^3;fc^£n7 0 n7M'^--fc? (MM P) &m$. fm.^ 

7°^- f »; > ±i - it , Mm^mm s , 8 7 7, 2 8 9 j % c&wm w ? c © £ 3 % 

myfiZtlZ) fcHEfcSft, ^LXC(D^mW^m5, 8 7 7, 2 8 9fiaot 
[0 18 2] 

V E G F R E G F^mt^Tc, WimMtZtlT. tliS*iAb> 

4^^^«^^^^>&^L/c^^iJO^^oJf^Cbtf^o tot, » 
{tm#tfi§gf*<L2ftT. fli^AU MF^FS, tK7^Vl, -Wl7 

F^y>IS^fe L < lit F^ F U y^-^LTlS^Wb^ 
nt#^> (^S#I^5, 4 7 4, 7 6 5-^feJ;t5|p|^5, 7 6 2, 9 1 =& 

[0 18 3] 

oT, V E G F R 2 Mfflitfi V E G F fiiW t Hfi^fr-efcj ®m<Dfctb<D£to¥ 


(71) 0 0 2-5 4 3 0 9 3 

^■5j£n?tt. mm m^Mra «\ mmfcrnrnztir. mnmm<D&mict> 
<o. lot, m&Gt>&ft:mj&M. mm. +7b, ^a^^mcig- 

[0 18 4] 

«£^r, #fPJio ri§^^/tj mmmit. vegfr2 m^Or 

VEGF«/c(i2C3 ^-X<D%ifoi)\ SOFT'S D * * LT 

m-emmztimzo r$mmmi&\ k&^t. mm %tm\) 
fe^r, mm*. -nmK. mmm^mm^m^rcimm^mm^rc^mm^ 

[0 18 5] 

#f§BJ!<D» r|§&£fc>#fcj HM^SI^fe^T, V E G F R 2mmtt,V E G 
Fia<*f Tel* 2 C 3^-X<DM{*ii, 0, jnftli, ^ft 

[0 18 6] 

rti&iirfrtffcj mic, femmtmfr^fr&tcv egfr 2«ririv e 

*m%<DV EGFR 2«#lV E G F JrLfaicfcte 2 C Htfft 


(72) #312 00 2-5 4 30 9 3 

[0 18 7] 

^ i$mr£zmz.%-<om&m^&&TS%-<oumR$m\iZ. r2C3 

U *%i<D^P F7 7 ^WBs^, 2C3/nh*77 Tffl^totfi: 

ffl^tiSffiMO^ (ADE PTfe^MO^^t?) «2lii§„ 
[0 18 8] 

lot, Sl^fr^fcSiOm mm, +7h, #i£&P>mcg§-© 

SS^fTefc^ V E G F R 2»tMV E G Fftif* 2 C 

[0 18 9] 

LUP^^fclMt 7ft£fc<fctftefflfcl\ VEGFR2 

5 4, 2 0 5^, ffiif^-e#f^LTlffl?n§) o £fl5>fct VE 

G F R 25i8)rirLV E G Fttf**/*c« 2 C 3ffimVo1)\ U <DtnW£ fcteftm^W 
T'&Sif : * LTft«E*£'&f*©i§'g\ VEGFR2 StWrJa V E 

G Ftnfl^fcfcJ^ C 3kL x>KX^f> GfcStCjSUT, 7^f>'>^ 


(73) ^2 00 2-5 4 3 0 9 3 

; ^ < -DtKoig&Mmmi rd&M^mwmvm <o&, 2 c 3 , 
u^>f-r— \£tim»imte££?2>, vegfr 2«mv e g v^^tcitz 

[0 19 0] 

^P-f-ti, *^iOVEG F R 21IKVE G Fjfitt^fcte 2 C 3^-XCDln 
tTte&i/\> fct, a **t<*g ^MWffMttftfe£rjVEGF4< 

[0191] 

lot, ^w&m fern*? hftzzfrnmrnxtTfr 

£^WK*r<&M©'>&< £ fe^-©V E G F R 2jfiWfSiV E G F#l{*, & 
glc^DT, t/£n-^;l/Jift2C 3 (ATCC PTA1595) fcH^ttl 
JCIrI CI b° h-7°^^-T § & (D%^tSt>\ 3; fctt C 0 V E G F Jtl^O 

[0 19 2] 


(74) 2002-543093 

o 

[0 19 3] 

712, 2 9 1^, Ir1^5, 753, 2 3 0f, IIJH 5 , 972, 9 2 2f, m 
355, 6 3 9, 7 5 7^f, W09 8/4 5 3 3 l4o£tfW09 8/1 6 5 5 1 ( 

So 

[0 19 4] 

G F R 2«MV E G F3nfti:fcte 2 C 3#§» (^-©K^SH^T'feS) 

Kttar^'Jf y K ffl#£fc>-£ £ tiff 5 o 
[0 19 5] 


(75) #^2 002-5 4 3 0 9 3 

[0 19 6] 

TylflrT.Z^y (angiostatin), xyFX^fy (end 
ostatin), /U^aDX^fy (vasculostatin). tsy 
X£^> (c a n s t a t i n) 33<fetf7Xh 0 y (ma s p i n) ) T&§<, 
[0 19 7] 

{mm^mzttMm^tLzte, ®mz\ %^^yy, t^y^uv^yy 

, TNF-a, av^7y^3ZXh, tibi/Vh^* S 7*7, tD\si/7h7 

X^-X If y^UX^-X Vfyx^y (vindescineK ny7l/^x 
^f-V (combretastatin) S/c^^tDI^^fe L < \ffu K^y 

[0 19 8] 

ftzrcimfo^mfticm-SL, zLrmmi mmmm&®? wa; f+^> 


(76) #^2 0 0 2-5 4 3 0 9 3 

[0 19 9] 
[0 2 0 0] 

W»A/ h^yS^n/^'j^y Kti, B3 (ATCC HB 
1 0 5 7 3) , 2 6 0 F9 (ATCC HB 8488), D612 (ATCC 

hb 9796) ts&ziK s 1/4 tfoznztftm^ftzmic&omuzti 

%>W*J£^%Z>o £<DK S \/AVim$. ^##-p GKC 2 3 1 0 (N R R 
L B- 1 8 3 5 6) £fdi^#-pG2 A 5 2 (NRRL B- 1 8 3 5 7 

) ^tsmmt^m^tirco 

[0 2 0 1] 
[0 2 0 2] 

^H#l^5, 019, 368^|5JH4, 861, 5 8 1 <fctf|n|£ 5 

, 8 8 2, 6 2 6§ C&4\ Alan E p s t e i n:fc<fctf&|S|5ff2£^P>fc:# 

^ttLTte#^6TO£&i/\> 0J^W&$fai:LTfcl\ HXhy#W5>n3#\ 


(77) $^2002-543093 

[0 2 0 3] 
[0 2 0 4] 

W4^xfy (a n g i o p o i e t i n) tM&tolzrcim&mclfe&Z&Z 
[0 2 0 5] 

#@#fF^5, 0 1 9, 3 6 8-^,111^4, 8 6 1, 5 8 1 *5<fctfl^ 5 
, 8 8 2, 6 2 6§ (#4, *0^ffl«>^-e#%i:tTMffl$n§) tC&^T&lfj 
^£ft3<fc-5£, Cltie^mWi, ffl^IM^S (OT£#HB£><1£) &<fclf 

[0 2 0 6] 

llUS^ Ay h*isy£fci±ziTtrv fiy Ft*. 7^ >\ ribsi 

[0 2 0 7] 


(78) ^2 0 0 2-5 4 3 0 9 3 

■fe7°#- iVF^Jy (T E C-4jn#:fc<fctfTE C- 1 1 Jill*) ) 

, TG F 0 M*7°#-, E— tl^^y, P— tb^X VCAM-K IC 
AM-K PSMA, VEGF/VPFU-b^- F G F U-fe7**-, TIE 
, av jS^y-r^'J X 7W*hPtf>\ xyh'J/7'JySWKMHC^7 

7l *x7 7f u y £ re & * x 7 7 f - y;i/x £ y -;U7 ^ y ) 

[0 2 0 8] 

ne>©77^>'h^^#So d^^^&^ftttx VEGF/VPF (G V 3 
9 43<ktfG V 9 7 ^ FGF, TG F ^ T I E icffi^t 2> U h\ SIS 

H7^n^^fy7^V7t-^ t5(SLS?/fF«^mia? (HGF) , 
Jfa/J^H J ?4 (P F 4) N PDGF43d;t;T IMPfc^-rSJit^^tfo Cft 

zmmztzitztizvy^ytyhtezr^ UfyK: Mz7°*HS£tt*fc 

ttWr/^-^y^K : l^7°*-?t^{#3:fctetg5iH? : b-t? 7°^ 
^c&tWi^ 'J^Ktcfeli5iHWE,U-fe7 0 ^-U:fcj|g^M#*i/\ 
[0 2 0 9] 

y u n wt u y a l t s li\ tmmmrn, tmrn^m % tz i± 


(79) #^2 0 0 2-5 4 3 0 9 3 

[0 2 10] 
[0 2 1 1] 

iLT, '>&< tfe^2©5tJS^±, VEGFR2-M (VEGFR2 — b 
locking), JtlV EG F#l{£3;7c«:2 C 3^-XOte»JfcllMtfJ£I^H# 

[0 2 12] 

< £ &m 2 Om^'Jkt V E G F R 2 -||KV E G F?/if*S 

t a g g e r e d) J fclfciftU ^<D*£JH, < £ fcgj 2 VE G 

F R 2 -«t#IV E G YWk^Tclt 2 C 3 ^-X<Dte»J©Jg^i:g&3R&5T* 

£ft£) o ^&$2©?n»Jte\ VEGFR2-MlnVEGF}nte3;/c 

[0 2 13] 


(80) ^ 2002-543093 

(b) sit^r, \m^n^^mmmmt^mm^mmt^wmm 
ot;llT\ ztomi <DtfMfgfcf&Miz. < &m i o v e g f r 2 

/^P-t;Hn#2C3 (ATCC PTA 1595) t^M^m l^t! h 
[0 2 14] 

[0 2 15] 

m 2 '>S<fc^lOVEGFR2 -)I$T*r[V E G F fitft:* fcti^© 

m^S^7^^^y ^SJCiSCT, ^y^D— t^ft2C3 (A 

TCC PTA 1 5 9 5) ^^M^^PCxlfh-T'^IS-a-r^feOT^O ; 


(81) tfg 2002-543093 

[0 2 16] 

ft\m%L^mm&mx*iz, *&wiz. yuv^ytfis&Tf adept tm& 

-&T<D&m<Ofrhb(D. V E G F R 2-MKV E G F mtfctS 2 C 3 ^-X£> 
ln^if#t^^ o £<D£9&iMtk E^fel (c omb ination),!! 
iSk K ;£i£*5<ktf$fflfc::fc^-T\ V E G F R 2 -jifrtfEV E G F^tftt, L 

[0 2 17] 

ft&(D&m<Dmb-£& K> . C tilt, V E G F R 2 -Mfci V E G F jftflcg felt 2 
C 35i#tJ:^BILfe^^7j. fIIi$/cttlI^<?)iftttibT, mim 

[0 2 18] 

( a ) £^WW8&ftE>'>£ <h^l©VEGFR2 — jfiWftnCV E G F Mf* 
fet<«2 C 3^-Z<D%ifc f:fc&^ft£<D7^^y h-?&oT, cn^li 

<^t^ion^i:f / Fiioit^MS$n?>*\ ±t^s^n^.A\ ifcira 

G Fjfittt L<&2 C 3^-X<D#l{*. tfcltZtiZO)???* y h ; fc^tf 
oT, VEGFR2-}I8lT^VEGF^*&L<&2C3^to, if:H:77^ 


(82) #^2002-543093 

[0 2 19] 

( a ) '>4<t^l©VEGFR2 — 5fi»rin: V E G F ffiftfc L < 2 C 3 

(b) mzm^T, mmmmki^ ^.m^m^mm^ < 1 & 1 o©n 

WtC^SttftT'O K77 ?£#tf, < £ fell 2 OH^Wffl 

x o(Djiii^iT4{b®««^^ M^Mmitit, sfctisnrt^^b^n 

fc V E G F R 2 -»9tlV E G Finftfc L < l± 2 C 3 JfCf*. £fc&7^^ V h 
[0 2 2 0] 

[0 2 2 1] 

ffiQEimmit. tmrn^mmm^mmtm^ cent*, ^vif^^irffl 
iift{b$nt#^o 


(83) ^2 0 0 2-5 4 3 0 9 3 

[0 2 2 2] 

mmm^mmtrzimw wms. femmmmm\LT±mzftrz&<v) # 
, mmznmzo m&^mimmznrzv eg ?R2-mmm eg Emtk&L 

[0 2 2 3] 

^^mcmmsnr^y^mmtmrn (vegfr2 -mmiKv egf^ 

: X^aMflfb^i (tfiRtf, ex-rx (I I I) , ^ (I I I) > 7 

y^y din, mm*® (i i) ) imm^y cmtf, N 

67 68 111 113 123 125 

A , #y>A , <<y*J*jl» n ^y^A , , 3^H , 3 

131 197 203 186 188 97 

103 99m 90 

v^A , t^t^A , tfcte^y hU^A ) ;^f(Xti 0 >±fcP||s]fM 

f* (#iJ;Uf, n/Vl/h (I I) , m (I I) , ^DA (III), 

A (I I I) , x;l/bT£A (III), #FD-^7A (III), *;^^7A ( 

i i i) , m (i i) , & (i i i) , ^yfty (ii), (ill) 

, ->y^;l/ (II), -tJ-TU^A (III), T^Hf^A (III), M^v^ 
A (I I) , tfcte^yfVl/tf^A (III)) ; fe^Wio-^ygc/cte? 

[0 2 2 4] 

(a) mmmrns mmmmmm mm) srcimmnn mm) <d7^xbj 

V E G F R 2 -mWifn. V E G F jfiftcfc L < It 2 C 3 ^-X©mf«^^CfF®jnJ 


(84) # g 2002-543093 

(b) mzffi^r^ mmmm. mmm mm) zfcimmnn mm) «s 
^ztifc m^micmm^tircm 1 <Dm&m& cr ftfc-s* v e g f r 2 -m 

^VE G F L<& 2 C 3^-X£>in{*) fcfctHfaHiT&oT ; Ctl 
[0 2 2 5] 

(a) £fc& V E G F R 2 -j1$t#[V E G F#tf*£> L < fc* 2 C 3 
£ &m 1 ^HM£Bc*I!$£ ti/fcH*!|g^J L < VEGFR2 -» 

trc v e g f stttt u < & 2 c 3 ^-xo^wmmw Mmm^imm^t 
zmnzrzim^ic&^u ztiK&irmm. mmmmm& mm) . trzit 
mm^n mm) (D^\mmm\m^m-^^tK^^x, j^ff^M© ■ 

(b) 3I£^T, '>£<£fcm0S©VEGFR2H£»T^VEGF£i# 
fc L < & 2 C 3 jftftt: fc^^»J-^«^©^W^gJl>&M^, lL<D&5 

[0 2 2 6] 

(a) $mmc^®%m(Di&mmcmmiEftrcMm^m m%L<i±. v 

E G F R 2 -IffiJiV E G F Intel; ft 2 C 3 ^-XcDftf*^^) 1 

vm¥mm.jmx&r>x, mmifc&ft&rcizv egfr2 -mm. inv e g f#e 
b< it 2 c 3^-x£Dmf*^^na"jpi^c«$nfc, maiFriii*^J*^ty 

(b) te0tt*f2»0'>ft < £ *> 1 O0*H£>V E G F R 2 -J£»9nV E G FJr[ 
f* fc L < & 2 C 3 tftfk £ fete C <D cfc 3 ^MI*^ffl^/c^^iJ-M{*^tl^# 

[0 2 2 7] 


(85) 2002-543093 

U mmmz. *J>&< fcfe£-©V FGF R 2 3Ill9nV E G FMf*. i&gtfSU 
T, *:Sf7n-i-)im*2C3 (ATCC PTA 159 5) £H®6*HC|W) D 

[0 2 2 8] 

rcl£WM±>t7f-Jl (medicinal cocktail) tUK^li 
\ iftl^ii©^^ < t tf-©V E G F R 211, iriV E G Fjnl*. « 
£jSliT\ ^D-^;l/Jr[{*2 C 3 (ATCC PTA 159 5) tUMM 

y^ytyy&tz itft&m^it ; J; y if h n ©teffl o «> £ . gm^mi 

[0 2 2 9] 

iCi&BJ&^BTfc^t? : ^ffl#I^ 5 , 712, 2 9 1^ PS 5, 753, 23 

PJ^'5, 9 7 2, 9 2 2*f, PIS 5 , 6 3 9, 7 5 7^ WO 9 8/ 

4 5 3 3 1 :|3<J;tfWO 9 8/1 6 5 5 1 (&Wg^c N LT*^*tBS 

[0 2 3 0] 

(»$l<tt) $fc«JB3*£® ($f$L<«) <DgBOT&&j3i#fc:*£^'r^ '> 


(86) 4#g 2002-543093 

[0 2 3 1] 

s^^i-§^tB"it^^) -rye hu-vtDMmmftmmtt. 

lllfli m%L<te) ifd«5S (»fL<tt) 
Co 2 3 2] 

)Wf#£RLT$mtffcfrofc (A b r amfei^O ldham, 

1 98 5) o $Rfa*mmt?%mwm)]%ft^ftvh%zt(D^%;m&te. n 

^Mftl^^&£&ELTi3— (Dvoraks 1991 

) o 


(87) 0 0 2-5 4 3 0 9 3 

[0 2 3 3] 

Mlh^O)W&lC?T*\C%mcm^t>n. lll^tW (BurrowsB, 
1992; Burr o w s&^tf T horpe, 1993; WO 93/1771 
5 ; WO 9 6/0 1 6 5 3 ; ^mm^5, 8 5 5, 8 6 6^;IrII|5, 87 7 
, 2 8 9§; 1^5, 965, 1 3 2^ ; |r]||6, 051, 2 3 0^; Ir^6, 

0 0 4, 5 5 5^§ ; ^HfffFttJIIfgO 8/4 8 2, 3 6 9§ (1 9 9 8^10^ 

2 o Hicmm&^&^ffifr) ; ^n^n, *B^»tc*3^T#%i: LrmmtE 

ft 5) o 

[0 2 3 4] 

Zfctblcm^ZtlZMSs WJ^VK (coagul 

1 gand s) J tZmfbtl&o Hft. 37^U tffy KJCfflfSOtCjf^ tA^ 
$HMfct ^SSIbffltiH? (truncated Tissue Factor 

(tTF) m (Huang?., 1 9 9 7 ; WO 9 6/0 1 6 5 3 ;« 
ff 5, 8 7 7, 2 8 9#) 0 T F fi N jMlgStD^g&llfl&ia? ( i n i t i a 

tor: ^-->x-*-) T*&£ (Ruf^ 1 9 9 1) 0 &fa<D®tiL"Zlt. Jfo 
m*<D%V I I/V I I aH?li, M@MMli^&nt3M^±OT FKjgttl 
U ^LTHS^-TSo TF : V I I al^ftii:, U y|lIffiO#ft"Ft^^T 

j7Vy(Dmj&, %LTmmmcfilffl(DBl$ l *m< (R u f 43<fctf E dging 
ton> 1 9 9 4) o 
[0 2 3 5] 

W\ ftlfflSftf#3 : x> K^'J V, E-feU^f-X P^z^f-y, VCAM- 


(88) ^2 0 0 2-5 4 3 0 9 3 

K ICAM-K PS MA. TIE, L AM— 1 tEifo'&W fly h\ VEG 
F/VP F Mz7°£-, FGFW!^- a ( j3^>f^JX ^U-ThDtf 
Vicfc&xy Yi/7Vy 0fclI]f#fF5, 8 5 5, 8 6 6^, Ir]^5, 8 7 7, 2 
8 9^*5J;0'1r]^6, 0 0 4, 5 5 5f ; Bur rows 5k 1 9 9 2; Bur 
rowsfe^Thorpe, 1 99 3 IHuangB, 1997; ^ft^tllt 

[0 2 3 6] 

s #JWfj£&?f£T?$>3o cm^^H^|g5, 7 7 6, 4 2 7§, fccfcUTOI 
6, 036, 9 5 5§; •ttl^n^fflW^^^tTMffl^nTl/^) £fB 

ffl^/cii^ mhc^7xi umizzfr. mmtLT&m-$nm% wmm* 

ms, 7 7 6, 4 2 7-^;|HJM^6, 0 0 4, 5 5 4 s r4$5 &X}\WM 6 , 0 3 6, 9 

5 5^ ; ztiztiit. *mmwic$o^T0%£ LTMmznz) 0 

[0 2 3 7] 

VEGF, FGF, TGF^ HGF, PF4, PDGF 
, TIMP, T I E fc:ipcj'3~£ U iSy H\ l/c{Mil7^7 4 n^^f>7^ 
V7;r-^j;^j:SijOWj:^-^?. 0KH#fF!g5, 8 7 7, 2 8 9 

fc^tmns, 9 6 5, i32§; ^n^n^, jfmwm^is^T^tL 

[0 2 3 8] 

^-ilVEGFT'^o mU. V E G F COMa MrT 0 *-^^ ffi&t 

H5, 877, 2 8 9^; [r]^ 5, 965, 1 3 2 fecfctf Pig 6 , 0 5 1, 2 
30^; Lin-Ke^ 1996; Dvorak^ 1 9 9 1 b) 0 
[0 2 3 9] 


(89) 2002-543093 

vegf : i«t7fi-m&m±, mmft&Ktt?zm!a£rcim(D3L7 3:tz 
■*m htij>&&xfm i mm=?x-nikt£ti. ^LT&-tf%£>, vegf u-t?7°#— 

-£tl%>fr£>~£&% (Mazu reBv 1996;Forsythe5>, 1996 
;Wal tenberger^ 1 9 9 6;Gerber^ 1 9 9 7 ; K r e 
me r £ x 1 9 9 7) „ II^W^ItilM^ 'J > FfeiO'f© Wr^^f 

rt^^4ol^T^gT.ifi6^n/clx-t7 0 ^-^#< 0mW%t%5, 8 7 7, 2 

8 9^feJ:tF[Rl^5, 9 6 5, 1 3 2§)„ D v o r a k feitffflliSfc, V 
EGFON*»^LT^^?nfc^^^U^n-^;Wnf*^ ( 
bearing) I^S^ai^ Si&tt£!gJllM#&fe , f £ (L i n-K 

1 9 9 6) o 
[0 2 4 0] 

ffijfcftft A£#^ S $ W £ L T © V E G F ©tgfj li , ft&^ifc ttclteT? U 
^> F^CKBn^^o HIS, VEGFtt, Hff^BiaoiTMmffM^^f^ 
St£&§H?© 1 O-efet) (Ferrara, 1 9 9 5 ; Po t gens^ 1 

9 9 5), Btfj&jgjBteS 1 ? (Senger^ 1 9 8 3;Senger^ 1 
9 90;SengerB, 198 6) fc<fctf rtJSSfflflS"^ h >>x > (Keck?) 
, 1989;Connolly?>, 1989; Thomas, 1 9 9 6) 

o VEGF£ffi9m&&£<Dm<DMmiZ. V E G F j\X<D&mt Zn%M%(Dfe 
illftX h^xS?— ©iffgfc^fc (Siemeister^K 1 9 9 8) 0 
[0 2 4 1] 
(A. VEGFfcitfVEGFU-feT 0 *-) 
lfimftJkig5IB? (VEGF) «\ fg^fedctfM^MMtckD^^Df^^ 

n.^>^mnm^ h^^§„ vegf^ jE^tfettsifiiw^y h7~ 

SlfflJ^bttll?, rtj££#H?, 43«ktfrtS!Heflaii5gH : ?'efeS (Thoma 
So 1996;Neufeld5>, 1 9 9 9) 0 £©r£ttte, IE1£K5§£fc:<&g 


(90) 2002-543093 
££n&(Fong^ 1 9 9 5;ShalabyP., 1 9 9 5) 0 

vegf©i ^%rdmj5CDtt±Lmfc^<DmmtistircmMiz, Btemtz&c 

%>frt>~?&%> (Carme 1 i eet^ 1 9 96 ; F e r r a r a^, 199 

6) o 

[0 2 4 2] 

v e g f mk(D^m¥m&&zfmm¥m7v^xfc&^Tffimmzfo%Tz 
^MWffM^ra-rssg^H^T^D, nmfem (Franks 1995; 

Burked 1 9 9 5), li^ttlK (A Ion, 1995;Malec 
aze, 1 9 9 4),® (Detraar^ 1 9 9 4) , 7f-o-2vl4®)JM 
itm ( I n o u e ?>, 1 9 9 8), liMIHU V^f- (Harada^ 199 
8;Nagashima^ 199 9), WffiJli^B (Plated, 199 
4 ; C 1 a f f eyBl 9 9 6) %^tS 0 
[0 2 4 3] 

iuWm*(DMMt5&-{Sm®i.l±. VEGF^14U VEGF&, IBJUiafc? 

(121, 145, 165, 1 8 9*5<fctf2 0 6 7^/@£) £#£E"TS (H o u 
ck^ 1-991 IFerrara^ 199i;Tischer5>, 1991 
) o 20©<fcD'hSV>7>rv:7*-i* (1 2 lfc^lH 6 5) iffl»e^ 
$n§(Houck?>, 199i;Anthony£>, 1 9 9 4) „ 
V E G F&, t/7-^20©^X;l/7^ FHg£fc:<J;Di|g'&SftS3 8~4 6 k 
D a aOPalcDfHtt (obi i g a t e) T&So 
[0 2 4 4] 

VEGF^T-^ li^llfn'l4T2-QC>+^C#^l:$n/c^-t7 0 ^- (V 
EGFR1 (FLT-1) fecfctf V E G F R 2 (KDR/F 1 k-1) ) 

u £ftZ(Du^7$-im&mMvmiRmc : %m-$ft2> (f i t-ifc^tfF 

1 k-lti, V^X<D*@|qK*T&3) o VEGFR ll5j;tfVEGFR2W 
l>VEG FSg^OKdti, ^tl^tl, 15—100 pM*3<fctf 4 0 0 — 8 0 0 p 

(Terman 1 9 9 4) 0 &£I^Sftfc^3SfflJIS^M#^*® 
(— a — OVf U >-l (neuropil i n - 1 ) ) teSfc, ^itftr&t <fc 


(91) #^2 00 2-5 4 3 09 3 

♦3 V E G F ESg-g-rS (0 lander 6, 1 99 1 ; DeVr i e 19 
92 ; Te rman^ 1 9 9 2 ; Soke rBs 1 9 9 8) 0 
[0 2 4 5] 

V E G F R 1 43<fctf V E G F R 2 ti\ II I m U-fc:7°£-?-P^y4^— tf ( 
RTK I I I) 77^U-^^-T'^0, £<D77^U-&, 7O0|fflflS 
ttl gG&Utf-K W-oygm (spanning) MSMK^y, *5<fctf 
»rtX-/U^h (split) fOV+t- If K^y£<fcD#®tttt5ft 
5 (Mu s t o n e nfecfctf A litalo, 1 9 9 5) „ ^f&fcftiftST, V 
E G F R 1 £><£tfVE G F R 2*V fi&JiMc&^TfS ^£ffi£to£3SSi2ft 
TV5t#*.54rCVfc (Mu stone nfe£tf A 1 i t a 1 o, 1 9 9 5) 
o VEGFRlfemEGFR2^ *5<fc tf SHfcfcj&M 

■TSCi:lciabTM*S«I^WrSi:^^nT^S^ (Wa 1 t e n b e r 
ger^ 1 9 9 4 ;Guo^ 1995), &Mz7#— tfV E G 

cfc tf ft ^ * x £ ^ x \z is ^x^tc? IFJi&&§ ij ^ *5§HJ3 OJ^fij £ & m 

[0 2 4 6] 

;vt7Vh-?yx*ffl^rcmtf.<Dm$il±, VEGF, VEGFRl43j;tfV 

e g f r 2 (D^tmmm, ttm&j&&&xfB&mz*n!Kx&z c 

Lfc(Fong£, 1 9 9 5; Sha 1 aby6, 1 9 9 5 ; H i r a t suk 

1 9 9 8) o mtsytry h<om^K^X. &UH7°$-(DXmim 

C£#-efr&l^JEE££i;£ (ShalabyB, 1 9 9 5) 0 VEGFRl?^ 
Fongf), 1 9 9 5 ;Hi ratsuka^ 1 9 9 8) 0 V E G F R 1 te, 
[0 2 4 7] 

v e g f r «j; ofg^f-ns/y^^-— tfjgttfc^rrstf, v e g f r i t± 

x VEG F R 2 cfcD VEG V &*)^fflfQ&*&?&o Cftfcfc, VEG 


(92) #^2002-543093 

^^h^VEGF$^K^^>^t-^ VEGFR l©fni/>*t-^F 
Ztlfz (Hi ratsuka^ 1 9 9 8) 0 VEGFR1 -^-Ui/y^-i— tf 

xi&m*. iEmfcifim*5g£u %Lxmfe-$nrcmm£T-&.ftLrc (h i r a 

t s u k a 1 9 9 8) o 
[0 2 4 8] 

lO^/'y^/^h (Fong5>, 1 9 9 5 ; Sha 1 aby^, 1 9 9 5) t 
ijP*.T, Hi r a t s u k a £ (1998) Officii, V E G F R 1 

*H?-et±*i/^9"e*So ve g f r i /vtrv h^^^Mo^^uyr 

V E G FmmMitn.%7T^-f (Hi r a t sukaBv 1 9 9 8 ; #f 
^ift£g£&M-SE>KIIIfr3 Mz7£-fc LT V E G F R l i: 
[0 2 4 9] 

%>%>y)l-7°ii\ VEGFI^f&^L 43<fctfiliate£43ttSfi1£S'^;l/ 
M?7£-T2d£, V E G F R 2 6 cf L (Wa 1 t enbe r ge r ^ 1 
9 9 4 ; Zachary, 1 9 98 ; Ko r p e 1 a i n e nfccfctM 1 i t a 
1 (K 1 9 9 8) o ^^n7 7-^ij*5cfct>^{t:'l4tfe^^«^ ±§5<DH 
iratsukaf. (1 9 9 8) <M^c4o^T±I§iE£ tlT^Stf* l*l£*fflJM 
fc&fclfcttS V E G F R 1 ©tSfiJli. (5fcA,£fE£frTfcJ:&l,\> 
[0 2 5 0] 

ClaussP> (1996; LT^ffl^n^) V 

egfri^ mm'^^tfrnitmc^rm^^m^t^ct^n^L 

fco HIS, -?tuy 7 -i?/1¥M&10L(DlMMlZ. V E G F R 1 (DfcJt^ML, Z 

SHr^-T?fe5 (Clausse, 1 9 9 6) 0 »<t(fv^77-^ 
£43ttS V E G F R 1 K^tTS V E G F^tef fc, SfflflSF^l/^Afc^L 


(93) $^2 0 0 2-5 4 3 0 9 3 

, ^LX^ui/y^)ym.\\:mm^^ct\z^K>\mt^ (CiaussS, l 

9 9 6) o 

[0 2 5 1] 

V E G F ls-fr7#-lctt?%> V E G F ^V^-O^te, U-tftt-ZLMMt 

%mmtz>£%7LZft%o #i^t\ u-tyz-v-mmt&s znzn. veg 

F R2^3cfctfVEG F R 1 OJjfflflSftfflfJfcfcttS, ^glft&^ni/^g (Y 8 0 
1 $5&XfY 117 5, &£>tf£Y 1 2 1 3$5^0Y 1 3 3 3) OgBU 

#X^-F&, *X*'J^-> tf C y (PLCy) &&Xf&7>7 7 S is h 

-;l/3-4^— tf (P I 3K) ©rgtt^^tftcW^^^^^A-r^-y^^ 
^t? (Hood 43 ^O-'M eininger, 1 9 9 8 IHood^ 1998; 
K r o 1 1 fe^O-'Wa 1 t e n b e r g e r , 1 9 9 8) 0 
[0 2 5 2] 

^ <<D*fj\/-"7h\ -Wtitmm (NO) AWEGFR20VEGF 
££*i5c:££;fL"TVS#, VE G Fi^#^^;l/tfcnt^$^^T^O« 
ft^iifi, *)#l5fr"ei±&^ (H o o dfe^O'M eininger. 199 

8 1 Hood?>, 1 9 9 8 ; K r o 1 1 $5<fctfWa 1 t e n b e r g e r , 19 

9 8) o VEGFR 1 VE G F R 2<Df£&t>\ V E G F £ <£ D , S r c 
&&Z$R a s -MA P4^— t?#X^- F (MA P4^— tf, ERK 1 ftcfct/ 
ERK 2£#t?) £?£1««£££l;fc^£n/c (Wa 1 t e n b e r g e 
r 5>> 1 9 9 4, 1 9 9 6 ; K r o 1 1 $3 cfctfW al tenberger, 19 
9 7) 0 

[0 2 5 3] 

(Hi ratsukaB, 1 99 8) a FTOc&tf £ V E G F 
R 1 <D3=%±Wl¥W'&mt>\ tt^Vi-frV iJy FIS^J^ SfcttVEGFR2 


(94) 2002-543093 

[0 2 5 4] 

v e g f £mm¥mjm&f&vmt<DM<Dmmi3\ vegf r%&*7u >y ?t 

£g^<DM&£{jELTt^ 0 Ctl^li, VEGF Kttt%ftfe<D#fa1jm<Dft£. 
fc^tf (Kim?>, 1 9 9 2 ; P r e s t a 5>, 1997;Sioussat5> 
x 1 9 9 3 ; K o n d o 5 % 1 9 9 3;Asano^ 1 9 9 5) 0 VEGFU 

•by^-icjttsffitt&sfc, trnzftx^z &m$, *mm*m5, 84 o 

, 3 0 1^«k^5, 8 7 4, 5 4 2*f, fcfctffc, *f^c3ltM^T, 
WO 9 9/4 0 1 1 8£33l^Tf2*tSnS) o ^itl^S, 8 4 0, 3 0 1 
^3<fctf|p|^5, 8 7 4, 5 4 2^, V E G F gf*T*«&< x VEGF 

[0 2 5 5] 

^r&14U-fe7°£-#fMl (Kendal 1 feitfT nomas, 1 9 9 3 ; A 
i e 1 1 o 1 9 9 5 ; L i nf), 1 9 9 8 IMi 1 1 aue rf), 1996 
) , ^ui/y^-T— ^y\L\L (Siemeister^ 1998), 7 
yf-byXXh7f^'-, RN A77$'?—l5&ZfVE G F tfcfciVE G F Hz 
^-^^-r^UvW-TAfe^fc, $g^2tlT^3 (Saleh^ 1 9 9 6; 
Cheng 1 9 9 6;Ke5, 1998; Parry?), 1 9 9 9 ;M^ 

[0 2 5 6] 

(B. tfLVEGFjrlft:) 
(B 1. ft{ffi14<Df5H) 

mtaomwjj&cDi&miz. vegf *>^;i/£g£&#rsc £££ d, w 

<i : ffM<D7n y ^fc* /*cliM«|ii5il©ffli{ri«J©i/^'rnA^*3i/>T / >3S: < 

fSfc^StlT^S (K i m?>, 1 9 9 3 ; Asano?., 1995; 1998 
; M e s i a n o 1 9 9 8 ; L u o 1998a", 1 9 9 8 b ; Borg 
s t r om6, 1 9 9 6; 1 9 9 8) 0 


(95) #g 2002-543093 

[0 2 5 7] 

JrH#A4. 6. 1 VE G F R 1 IS&XfV E G F R 2<DMl5Ktt?%VE G 
F©^7oy^Li5, «&fa14©ftV E G Fjfi#T'&£ (K im^ 1 9 
9 2 ; W i e sma n n5, 1 9 9 7 ; M u 1 1 e r 5>, 1 9 9 8) 0 A4. 6 
. 10Fab77^>h£«fcDI!g£2ftfcVEGFtf\ 
I^fc^^X^B^^, A 4. 6. ltf^f SVEGF©xk£ h-7°^7^ 
9~9 4©&fc9K*'k£W^SCfc£^Lfco A 
4. 6. 1#\ Jtfe&9*5£li:&f*|5^fc:«l:!K VEGF^VEGFR2«g 

t^^ctm-r^^ vegfawegfr nc^-a-r^^M 1 

"TS £ £%Mlt% (Mul ler^ 1 9 9 8 ;Keyt^ 1 9 9 6;^^? 
[0 2 5 8] 

a 4. 6. lit. m^x^mK^xmtjA^m^m^nx^, ppmin 

V E G Fintf*:-£&So CftWu T^XtCfetf MBS|OJi5g*3«fctf V E 

G FM#jfil^ji'|4%|5I^-r§C LffTjiZtlX^Z (Brem, 1 9 9 8 ; B a 
c a 6s 1 9 9 7JPresta^ 1 9 9 7 ; Mo r d e n t i ^ 1999 
iBorgs t rom^ 1 999;Ryan^ 1 9 9 9 ; L i n^, 199 

9 -,&4ti\ mtm^mmw^fc^tLxmmztiz) 0 A4. 6. utz 
Mmm^vx^TMc$5iiz>M.mmM*mmtz>o a 4. 6. nt, -myr 

I ®ffi<D&%m7$*X$>Z> (Brem, 1 9 9 8;Baca^ 1 9 9 7 ; Pr 
estaB, 1 9 9 7; *mWm$*K&mt LTMffl^tl^) 0 

[0 2 5 9] 

V E G F ^M1"^^fn^^ffll^c^M^t43tt^t/^O^C)^^fe^^ 
#f&!Ji#6tt, fTfc&Jrtf* VEGFR1 (FTL-1) *5<J:tf 

/lfc(i:VEGFR2 (KDR/F 1 k— 1) £<Dffl5ffrS0\ «fcDiE5|t^ 

fcf* 2 00V E G F U-fe 7*-© -5 fc<DVE G F£>*I5ffrB£5HR 


(96) f#g2 0 0 2-5 4 3 0 9 3 

mcfuy^t^, JrtVE G Ftn&<Dffifflt, V E G F R 1 $5&TSV E G F R 2 

[0 2 6 0] 

1 OOl/i!^- (V E G F R 2) 0^«i!i^-r^ V E G F £ 

%%hh^ znzM y\£t^<Dmmfa?<Dmm®%(omfticfcftLx, tut 

%t^z.fZo Hi ratsukaB (199 8) <D/y?7V h^^XT^tSU 
fciu VEGFRl43 c j;U : VEGFR2 figft£t&l¥#tf8:SiJ£W1~£ £ 
t^TTsto *%W£>tu^ 2 0©l^7°£— ©5^©— #©#££0^ VEGF 

[0 2 6 1] 

ffi©§Tfc&*riVEG FfcxttfcHflfgLfco VEGF: Mr 7°*- ( F 1 k — 1 ) W. 
£^L&t,^\ nii, ^Wffl^^n^^L (2C3§¥) . ^LTl*|j£ 

*fflfla©vEGFic«ko(i^n5±i5g^ is^l/c 0 

[0 2 6 2] 

3E7, GV39M, & £tf 2 C 3 O^Oj/ii* (C tl£H:£T\ k Mill 
[0 2 6 3] 

vegf: u-t72-&'£fo*mm?&*&w<D : £s ^u—r^tamt. h 

fb-T^o 2C3i¥OT/*n-^;Wnf^ M^OM^iiHO^^m 


(97) #a 2002-543093 

[0 2 6 4] 

N*ffi%mm?Z$i<klZ. E L I S A Mz7°#-^V E G F tfcfo 
t§o G V 3 9 M&cfctf 1 lB5tt, #U-fe7°*H££V E G F tlittWM^ 
U-b^-^V E G F t^t^Il^It^to N«Lh<DGV3 
9M43<fclM 1 B 5tJ:0^ft5xe 1— 7°&, Htigtfrefc*K fLTVE 

Mt'$0, CtlBOVEGF : U-fe7°£- 

[0 2 6 5] 

Jtln^JtlTO, v e g f j: o^$n§^js»^^ia^u^A^fco 
c (dc tits vEGFCDN^tfu^z-mmmicm^-Lfti^t. 

V E G F (DNXmztttZtiifttfV E G F fc«fc 9&ft2ftS v^VvWe}!^^ 
[0 2 6 6] 

^Wt, 2C3tt, 3nMOICsoT% rt£«£>V E G F tc£ DJgfl-Sft 

%mm*m.n?%>o KDRigii^w (abaew &ffl^' 25 i-ve 

G F ftB^mWite, 2C3t>\ VEGFOKD R'MDIjg'&fc, «gtt#€>eii£-e7* 
Py^-f SCfcfc^IELfco 2C3li, V E G F (D *-<DM:7*# 

Se^tt^-rSCfcUl.fcOx ^>tfha^ KDR (VEGFR2) 

?n§vE g FrStt^TOUf^o 

[0 2 6 7] 

fb&Mfflt¥&lftffilt±s GV39M, 1 1 B 5 , 3 E 7 , 43<fetf 7 G 3 tf, M 
S\ W6*HCUrc 0 GV3 9Mtt, )II«^«^^^F^t>?^^#Mtt^t 

> mmmu^tz^^mu^ymm^^r^ 1 ibs, 3E7, is&tsi 

[0 2 6 8] 

1 IB 5, 3 E 74o«fctf 7 G3TS££ft3?fcfe^#-:4i, VEGFOtf 


(98) ^ 2002-543093 

foz&mt%m£;ic¥izti%^&(DmicKmw'?&% din-Ke^ 199 

6 ; Plated 1 9 9 4;Claf fey^ 1 9 9 6) 0 GV3 9MICJ: 
Sft&^MRft&l&fete, Cft#Cft£©*fflJ]S±<OVEGF : M?7£-fi^f£ 
JC^-rS d h£^t£U ^LT U^7£-Oft&»teiIu fecttfG V 3 9 M 
E L I S AlCfcl^TVEG F : sFlk-1 fcii&flfyd|g£"rSi:^-5$^fc 

[0 2 6 9] 

mmiC 3 E 7£>£tf7 G 3©<fc9i£t/^fe^£-y&, cnBMV E G 

cintt, ffiJJEE L I S At^^TV E G F : F 1 k- 1 £&<$i?t?fr£> 
T*&5 (S2£#B8©C£:) e 1 1B5^ IM/£^K:li!r£-f 3 V E G F %WM 

[0 2 7 0] 

3 E 7 G V 3 9 MH\ -fyMT\ ®^ilSliCDM^^»^jlJRW^ 

fSo ®^W1-§-v">X-\^||^a^2 4B$Hg&£ % 3E7&, liJ-^ 
Wll^TOOrt^»SfcMmPH^»^^'rS 0 GV39MO, T^X 

ft£«±OVEGF : *imT*%>%> (T a 

k a h a s h i e>* 1 9 9 5) 0 Lfr U IrISJ©** 1 OJUfcfc^Tf S^Vty h 

[0 2 7 1] 

3 E 7*5<fctfGV3 9MA<IBSlrtSt^Wt^^Efl:-rS^tix 355><^ '> 
ft< ^fe20©^@<DI|g^T?feSo ^— VEGF : U-fe7*-1i<&f*:«\ M 


(99) #^2002-543093 

S5crs*^-p^So m~ic mmtfamiz. ie^&iM£dmi114t&d (Yua 

n£>, 1 9 9 6) , COCi:« s Mfttf, MW^m^^linfcffitCrlliLT^ 

(Lin-Ke^ 1 9 9 6 ;HongB, 199 5) 0 
[0 2 7 2] 

L i n-Keft£Xf#mm$i%b\C&%&IM<Dffl#L (1 9 9 6) tCfc^T, y 

vhvEG¥(DNMmcmfaZft%vv^#v?u-i-}mmz, ta3/s t 
xvtru—i-jitm (Ab-6 1 8) cn^js^c&^Tt, jesig#© 

[0 2 7 3] 

£n£>©£3JHtS~3VT, L i n-Ke?. (1 9 9 6) VEGF^lii 

mft&t^Ltcmz. v e g f (DN^mftfcfam^tz>mti*^?%c t, & 
j;tfte«v e g f zrzmm&mmtm^Lrz v e g f ©y-^ ^n*js 

Wife (L i n-Ke^ 1 9 96) „ V E G F <DN%jQfcffifa?Z> 3 E 7 

wgv3 9M^ffl^fc*$gm(i. cneoseu^^-rso 

[0 2 7 4] 

LfrU 2 C 38£©jftft; (£ftt;J\ V E G F£7)#N«xb°h-7°^^-r^ 

£^•3. *$m<D%\&&. Lin-Ke?) (1 9 9 6) CDW^J: DgS^clK ^ 
£ZbV&&a *$m&. VEGFO r^-;l/j t>\ JjffiJg^ftfcltffftU •?■ LT 

#6*4, VEGF^ II* U >X^7 x- h ^nf t ^' > (H S P 


(100) #S 2002-543093 

[0 2 7 5] 

*%m(omM<Di&miz. g v 3 9 M%tis&xf3 e 7m<o%imtwx<Dmmft 

G V 3 9 MfcJctfS E 7 tt, H h tCfelt§M«W^^«Sfc^#ir^iJ©7M 
Jt£fcttSteE*^i»J2tU -^T*2C3gf©mfrttx JB£MWfc«fctflMll££ 

o 

[0 2 7 6] 

(B 2. VE G F R 2jg§T*aVE G F laftfc £ t>'#i 2 C 3*rif*) 
[0 2 7 7] 

ELISA, U^7#-&&7v^&&ZfU*7#--m&<t7y*>'C*Qzm 

LT^^n/t, *5g^©sgtt^mtt. 2 c 3M<D*:y >7u-j->mm\ ve 

GFOVEGFR2 (KDR/FLK-1) ^OfflS^ffl^SlRW^^n v 2? 
&£>\ VEGFR1 (FLT-1) hiDM^ay^L^L^-Wo 
2C3*ti*t±, VEGFR2©VEGF£«fc9^#£nSL)y&fl:£PMU J E" 
LTVEGF£«fc9B§$£ft3&iai££7Py*U C<Dcl£&, VEGFR2 

&v e g f ommztizmm&iDmmttez u^y^-t ltidi^-Mo 

[0 2 7 8] 

Ctl^Sia, V E G F R 1 ^cfcOT E G F R 2 ©M^^'TSSfl/IStfe 

t/^T, vEGF^.fcotS'ftfbsnsiiiK^tff-rsis^ 2C3t^mxim^ 


(101) #g 2002-543093 

FRnaDi^n§) ©mtfcPi«t^, vEGFR2(ari#^n 

[0 2 7 9] 

fct, 2C 3£#at^S8m«\ 30i6"T\ VEGFR2©^:|£^UVE 
G F R 1 fctilg^L&^V E G F*mm?Z>, £tlV E G Fm#©ftS*5«ktfl£ffl 
Olifciramt^o ilCcfc^^frii, fM- rVEGFR2M*A 
VEGF^j tfaZtl. m&ftmc&tfZ$\&**U %LT&&l(Dm&*m 

[0 2 8 0] 

*mm-(y\£hum£ffl9i (.mmw7*-z»wn*m^xE l i sa 

4oJ:t;iB]^ttP$7<ytr^^fiJffl-r^) H\ 2C3tf* VEGF©VEGFR2^\ 
^VTfeVE GFOVEGFRl ^,^PflibS^o/io ©SJOigllfc 

5iE-r^fci6^is^E l i s Aftmftzmmc&^TmKLrco &%<Dmmzis 

l^T, ^OUg^tt, 2C3SVEGF : VEGFRl tmimZtttfft^Z £* 
TfiLfco <me><DiW^03>hD-;l/i:LTx €r/*P-^;Mnj*3 E 7 (V E 
GFONH 2 -«t^tSJift) ^fflLfco Cftte, VEGF<DVEGFR 
1 Jo^SSg^fc, V E G F R 2 Kft1"3iiig£fc&&tffcfrofco 
[0 2 8 1] 

H^T, #fgtE<0£itt© 2 C 3mi*. V E G F icjtff £ffc<Dffi»rtn;# (A 4 . 
6. £MxT^l^&#2ftTl^o A 4. 6. ljnVEG Fi/vffc{i 

, V E G F A< V E G F l/t^^-I^lC^tS il fc^7o 7 ^tSo HSH^W 
W^fcckt/^l^iF^tCckD, VEGFR2^3J:0*VEGFR HCO^T©^ 
£-xt?h-7#\ VE G ¥ ?^^-<D2^(DttffiM%mfcfafr^TM { PLT^%> 
ili:«nfe (Wiesmann^ 1 9 9 7 ;Mu 1 1 e rB, 1997) 
o 2o©U^7*-fcffl5ftUB^3VEGF±©ig£^gfci\ gp#ttfc:S«L 


(102) 0 0 2-5 4 3 0 9 3 

, /c^§l^§ 4 > MtMtS (Mul 1 

er^ 1 9 9 8) 0 JrtftA 4. 6. Hi, j^7a©U-t7°^-©U-fe-/^-^ 
IWt^^VE G ¥<Dffimfcmt??% (Mul ler^ 1 9 9 8) 0 2 C3 
tfV E G F R 2*g-&gPfii©}£< tc#ffi1-§^i|lctig^-r^^\ V E G F R 1 

[0 2 8 2] 

i^7°£-<dv e g Fi^su y^ft^^ti-^ 2 C 3m)]mCD^X(Dm^cX 

D^ VE G F R 2©VE G FH^Uy^fk^^n^^-r^o^^^nfco £tl 
telcfc, ±IET^il;*nST-*£fctoSU ^LTVEGFffW^C&ttS® 

[0 2 8 3] 

ilk<Dm$lfrlo<Dlfe%LtfflmCs V E G F R 1 (D-ZkLfzV E G F gf^P U y&ft 
^tiET^&frofc (De VriesB, 1 9 9 2 ;Wa 1 tenberg 
erB, 1 9 9 4 ; D a v i s - S my t h 5, 1 9 9 6 ; L a n d g r e n 5> 
, 1 9 9 8) „lot, 2C3t>\ VEGFR lOVEGF 7mmWWtit%ffl. 
n?Zfr : Sfr*mBlcWj£.?& Z t&T't&fr^tzo VEGFR1U >WLitKlti 
t^VEGF <D&mtj&s VEGFRltf, rt&*fflHS±0S'^;l/£jIU^:? a * 
VEGFfcSfSEU frov E G F R 2 fcftLfc'>^;H£5t£iii|B 
1-S7 ? ri-rb-fe7 0 ^-fcbTi!it?#Sc:i:^ie-rs<ii:*#tt#S (H i r a 

t s u ka£ s 1 9 9 8) o LfrU VEGFlS^a^VEGFR KD^ui/ 
>V>mtte, t h»ifil©l^^« (HMEC) »TKu ppr ion?. 
(1 9 9 8) flTVEG F R 1 &Mffl$m?ZN I H 3 T 3«£ 

fflKS awa n o £ (199 6) £<fc DS^StlTVSo * Wa 1 t e 
nbergerB (1994) tt, VEG Fi§#V E G F R 1 ?g14ft*WtT h 
P+f---tfr'y-b^^ffl^/cia^i:bT@CD^^)Ci:^^L/co VEGFR 1 

©veg vmmv >M<tKtt?& 2 c 3 mh$k. ^tcit^oxm^, ttMcomm 

[0 2 8 4] 

^mmm 2©elis Af-^fe^oiss^f-^tt, 2 c 3miwv e 


(103) #^2 0 0 2-5 4 3 0 9 3 

GFRlfc£tfVEGFR 2 M7^#£fl1-£«^W£fr V E G F %$v±K 
IZyuyZLft^Z t^to 2 C 3^V E G F R 1 ^\©V E G F^^7"P^y 

fcttS V E G F R 1 a)tSS'J^-ri^^W^^^-;VTfe^C £%WM?%o 
[0 2 8 5] 

2 C 3 *W E G F 2 C £fre>7u v *f SKSfc:^ 

tmn'&vmmi&W:*. tn^y Mc&tt&M i 1 e s^)itt7>y-fc^£ffl^ 

TMIfcLfco 2C3fe«fct;A4. 6. 1 I g GtfV E G F <fc D4>& < £ 

1 1 oi^^mm^mn^^m^K, veg F^^iait%pwLfc 0 3 e 7 
fe«fct5n y h u-jimm, 1 0 0 o^^e^jtsMjT-r 5, veg f^pes® 

tt£IML&fro/c 0 Ctl^SUfci, VEGFR2^VEGFl^ji3itt^ll 
[0 2 8 6] 

V E G F - C ©§T*l^fifc<fct5 2 V E G F - E ft^tttf V 

EGFR2^tS^ VEGFR 1 £I££L&^^9 JtJfrM^C^? d 
OfcQjlWu JtomMi&14*Ji3ai-S^**43*6#-rSo (Joukovf>, 19 
98;Ogawa^ 1 9 9 8 ; M e y e r 1 9 9 9) „ Mf><, i^?© 
&m<DV EGFtt, NOM^^It^BC-TV E G F R2^LT'>^t;l/i&ei 
U :©Li:^ #^T\ ifil^iattOJiilP^^ltSC-r (HoodfeWGr 
anger, 1998;Hood6> 1 9 9 8 ; Kro 1 1 43«fet/W alter 
nbe r ge r, 1 9 9 8 ;Murohara^ 1998;Kupprion 
1 9 9 8;Sawano^ 1 9 9 6 ;Fuj i 1 9 9 7 ; Pare 

n t i 1 9 9 8) o c©ui:^ N OilfiAW E G F R 2 fSttfk®Sit*f 
LT^SnfcO-Z?* V E G F R 2iI^TfJllg^lt^$n§o LfrU Coupe 
r (1 9 9 7) ©<k-3£, >TOlft£, VEGF£«fcD^g2ft;fcjfil^j&&1£© 
iiibPfc^Vlf hn-eoVE G F R 1 ^£<D|ig£>33n^@H£jltB LfcVK ofr© 

[0 2 8 7] 

2C3&, jy\i#T?fflk<Dm*&tYmmm.<omwt®m\srco 11^2 


(104) ^2 0 0 2-5 4 3 0 9 3 

100/ig©2 C 3(D®mt, ^Xfr^tf 3j£T<DNC I -H3 5 8 
N S C L Cfc<fct/A 6 7 3m$m$lMMMlC$o^Tm-~'£&9, ZZX\ mi 
5 OmmV-fX^/hliHCf; T\ Ji£©ii^£^fa£f&JPgL;fco P^OJC^tf 
ftoM^'hlincfe^TJI^n/c (fljfctf, HT29l3i:[fLS 1 7 4T (±t^|S 
)I<Dt:hJj» ) o 
[0 2 8 8] 

2 c 3 fc&zmmmmsiMvMmz, m%&*%tin.v e g vrntzm^rim 

ffi3$#£fc<fc9?B££ti;te*>© (Asano^ 1 9 9 8 ;Me s i ano^ 
1 9 9 8) £.mUV&%o €/^P-t;V7y F-JrPT^XVE G F R 2 
fc, trLMff^M (Skobef), 1997) £/fLT, T^XfcfcttSiite 

^S^^HVEGF^{*^ffl^THtBLfct^i:^«fei>) {4, 
fectOT^I^itcfctt^ V E G F ©SfJfcS £fc^"f o Lfr U 2C3tt, *Eifl 

[0 2 8 9] 

JM^xLtfcV^X^ 2C3T«Lfc:o COiS^Kfc^T, 2C3 
MMte, 2O0l£|g8*)&k: hiif^^A6 7 3iMIl3j:tfL S 1 7 4 T 
^J»MSOm^££M^®E£-efc 0 2C3m v>>X{£WNCI-H 
3 5 8 N S L C LM££:fc^T£lC&«*&E£3l£ig<: t/c 0 
[0 2 9 0] 

2C3IMA4. 6. 1 T'&PSftfcJft&fc*, #1§4)#J 1 
[0 2 9 1] 

famc^T<DmmMis?i-)m±*mm?%Zt*^m?%o B e n j am 


(105) 0 0 2-5 4 3 0 9 3 

up. (1999) mmts mmfofcMMt(DmmmiL-$tiTrc*m%:tii 
ikw&mcfa?*y viz? hic-DW^ikm^^mt^o 

[0 2 9 2] 

2C3A\ A4. 6. i tmnfc5c'£icmm<Dmm*ft!ffl?2>t^5ft% u 

m&£t/5Mt£iftg£:-f 3o V E G F R 1 fcj\ CftP>©yn-&XlC:i3^Tt8!iiJ£ 
£U#&t,\6\ Sfc&VEGF^ili^U ^LTS'^l/fcilMz:/*-. VE 
G F R 2 t^-rsc £ £«J:syD-bXJc*5^TMI&U#So 
[0 2 9 3] 

mm<Dmwte3stf% 2 c 3 £ a 4 . 6 . i K*D^z<Dtmm*s mmizmm? 

% : 2 C 3fc£, t>-f*HCcfcD A 4. 6. 1 <fc t>3b^#JT*&S#, V E G F R 2 £ 
*S£"r VEGFRKCg^UM ^oT, SlfeOffi^ VE 

G F^miMMffM^fc^T V E G F R 1 #^U^SI>J£llfcS&^<: 

fbt^etVEGFR l#S^>bHf^-^®liifilWffM^i^«U# 
J&l^h^-To ^tl^O^JHteS/c, 2C3^A4. 6. 1 tffl&T*&Zti\ 

[0 2 9 4] 

VEGFCOVEGFR 2^>l£-a-&£0 : V E F G R 2 ^ttft^-Ji^c^'n 

, VEGFRl (F 1 t-1) ^ 7^D7 7-^J:t>*W$W VEGF 
R 1 £f§Ij?U f LTV E G F R 1 ^VvWejI^LT V E G F l£ftL~CMit 

^^f'J^fc-ri:%^e>nS (Clauss^ 1996;Hiratsuka 


(106) $^2002-543093 
1 9 98',Akuzawa^ 2 0 0 0) 0 V^n7 7 — ^©Sttffcfclfc^ 

r. f i t - 1 e g r - 1 (Dmrnzm^Tmrnz ti%o e g r 

- 1 fci\ thf 1 t - 1 ^D^-^-tc43tt^^-^-^>y7 p E gr-l/Sp 

i nwm^'Btmmcffi&L, f 1 1 - 1 mfc=?&w&e> e g r - 1 ©iw?* 

(Akuzawa^ 200 0) 0 
[0 2 9 5] 

t%rMz^ v e g f r 1 ^^•rMiM^mmt) v mf^n^^h^ Q 

lC£iXm&l£ftZ> V E G F R 1 ©#MW«:5i»r«, fct, fcl/>T 
A 4. 6. 1 tC|»%SS^iJ^ffi^-rSo &«:<^ 7^P77-^IW 

m*femt%zt*^mz?z>frt>'2%>%>o vegfr 2»eiu, 

[0 2 9 6] 

£<fcoT*rfU VEGFR l£®i;T^£ft3VEGF©ffi©WfiJ& 
SVEGFR2 «ia V E G F ( 2 C 3 £^t?) ©M^tctt U #fc 

d; t; / $ fc it tm^mi^m t l & i \, 

[0 2 9 7] 

>r>if^T*ow^ vegf#\ ix#i^©#ffM«©^tt#:#u^T'; 

tZTTsLfz (Gerber^ 1 9 9 9; LT^WtC*^ 


(107) #a 2002-543093 

MW*tcmf%f£tl%) o l^imttVE GF R 1 UH-fZ-^t^ZysWM. (F 1 
t- (1-3) - IgG) <fc5VEGR lfcfrLfcVEG FS/^-TvHe 

tt#^fc«kOT^tt^#lffl^^©Ji^*|S|^^5c:i:*^^n/'c (Gerb 

e r 1 9 9 9) o 
[0 2 9 8] 

V E G F i)\ J y tr # T^Sfilif^^ L T ^ * P 7 7 - ^ u P - - jjiij 
ilH? (M-C S F) %WWkU%%£tftZZK^-$tltz (N i i daB, 19 
9 9 ;##i:LT^WtC*W*ffl*ft'K:^ffl^nS) 0 M-C S F3t£?£^g 

%4u^fig#»^^^wr?>^:aH#^ (o p/o p) -r^x^ffl-r^w 

^tCfel/^T, SHI&3.fc hM-CSF (rhM-CSF) OSt^ $#»?fig 

43<ka^j&RT^tc-r So aifiow^t fci/^r, t h v e g f g©a 
#t*^ o p/o p^^7,ic^^rm.nmmmm^mmctm-r^>ctti^^tirc 

(Ni ida^ 1 9 9 9) 0 
[0 2 9 9] 

N i i da6, (1 9 9 9) tt, ®#*HJ8#ffi14fc: V E G F R 1 £|§SEU ^ 
UT^#«ii±i^M-rSiI^^t hJI&SSttSiH? l OStt^ r h V E G FOfe 
©KJttSrCtS©'^ (op/op) v^XlCfcttSVEGF^^Vl/ 

fcMe>Wft£2&£fcl\ VEGFM:7*-1 (VEGF-1) ^Ui^tl 
ZCtm^LTco Ctl£>(DM%lZ, VEGVmmZtltc'&fc (VEGFR1 
W?jx-*f7$ty;W^ VEGFRl/Fc^fffltS) , rhM-CS 

XmM^n^>C ^K^LTco rhM-CS F gfctiflKtlV E G F K <£o 

N i i d a 5> N 1 9 9 9) 0 
[0 3 0 0] 

m$LK$Stt&mu*W5o N i idaf> (1 9 9 9) Office tethE 


(108) #g2 0 0 2-5 4 3 0 9 3 

, rhVEGFtt, y t£ h nT«#«©5jMt£^LT r h M- C S F £ 
W&Lfro ZtlZQ&mt, M-C S F*5<ktfVEGFtf, $m«£££rLT 
M&£l«£WU ^UVEGF^ VEG F R- 1 U-ty^-^^LTf^ffl 

(N i i d a 6, 1 9 9 9) 0 

[0 3 0 1] 

fct, 2C3, VEGFR2»£>ff?K *^TO*r[V E G Vjfifoi3\ VE 
GF^ VEGFRl^U %LXftmkt&H£*7vv ?L%^ti\ V 
EGFAWEGFR2 £*fr£U LTfgttffr 3 C fc^n>ym<: 

iSMtt^ntfSo <:©<k3*vEGFR2ia^oKjiif^«, B^e^nu^ti 

§o ZftZcDffimZs VEGFR2#\ Mi®tt£^U ^LTISMmff^C 
fettS^^tgfiJ^^^-r h~?%> V E G F U-fe^-T'feSC: ££*rf 0 lot 
, *^b;]&£ liH»l0^flOfci60^i?i: IT©V E G F 

& 0 .toa^tt, $tuwe g f r 2j8Wt©ieh, kvegf^ 

o 

[0 3 0 2] 
[0 3 0 3] 

fcf, V E G F R 2 jUffia V E G F £ fcli 2 C 3 JattlcS-cS < Jatt^ftli 

^ y\£^x*<DR^(omcmmmmmm^^zfmm^.n(o^Km^u i^-g 
t rc immc to ^ & mm^rnm. k 1 is^ia^ & ^ t & ^ c t &*wmm*x- 


(109) #a 2002-543093 

[0 3 0 4] 

VEGFR2#, rt&±©*-Mz7°#-- VEGFR2^(Dli 

v e g f mn^te, $M i gBj£$hmznmT*&% 0 <kdx.m\z.is^t. vegf 

Rite, rt£±T5$&l£tiStf, 3^>;WraiT&&ft\ 

o fi£ot\ V E G F R 1 ^jjg^-T S VEGF^ny ^«*»J^*OMtl 

</\> ^Ksfc* $tffSffi©ji»Ttii<*i:ttfc^i:s v e g f r i tcse-a-rs v e g f 

^IMTS^OkfrL^ VEGF«S^-T§*|gH^(7)^ot^fecfct>\ 
tVEGF-VEGFR 1 ffiSf¥ffl^®Wt^b*l/^ii^ £ft£>©$TL 

[0 3 0 5] 

mm&mas^r vegf tug^u * lt* c tc^s^^jt-r § c 

[0 3 0 6] 

3lK £ tc \&%aaWf& t Ipo" L fc V E G F li x £$fcfa&j£lft-Z? V E G F Mz7°£ 
- Cffcfr-^ *BIJiS^ffiMz7"#-) JCijg^LTV^^o &L?>, VEGFte, 

vegf ©nw^^eir i j^Jho^ffl^ (^pf-^-^u^y (ffl 

(fci;^n^3-Ft5X^V» Ji, VEGF 1 2 (43<ktf 
ISHcfc&SDNA) FtyC&t/^D^ £<D7-f 77*- AMu ^'ff^ilT^M^^ 

JBJ§£®te43ttSVEGF«\ r«LfcJ tUfLW 

[0 3 0 7] 


(110) 4^2002-543093 

g f >y ^ir^m\ mmmm±(D v egf Kag^Lfcu-fe^-icssg^ 
tut. *^ogfe^<©fijjS©ioT*feSo tftt>*>. mtvmmt. veg 

FR2^t5VEGF%7ay^U Ztltk, V E G F fre><DMmBf£i/? 
i-)immt%t>\ V E G F R 1 icSS^-r S VEGF £7n y * L&l/\, {tiKDfcffl 
fla^<fctf3S*«^fettS V E G F R 1 fcftLfcV EGF i/ 7* )l&m*mft'T Z 

#fii±©VEGF-VEGFR lJg£#fc:^£fl:U fltlifilt, 

[0 3 0 8] 

VEGFR l^tfVEGFR2(D» IE^Ii^^^^^^^«^^S 

*nc> ja-iirtJS*fflfla±T*±^MSiJ$nso vegfris, mmmm^±.^m 
m^miEti. *nw<Dmmtt%)mtn%mcfimc?2> 0 mmz, vegfr 

, '>&<£&VEGFR2fclli;W;l/Ti£312ftSo EOM'J^DlS&fclfcSH 
^fciu <£^fl3m&£tf V EGF (OmfilCfe&LT V E GFR1 ^±^JfP$n, 
— ^T'VEGFR 2ti, VE G F tC/S^LT±^S»JSI*tl5<?)*T*St), ^LT 

[0 3 0 9] 

rtJ^lcW-rS V E G F R 1 (Dmm. W^I^'SS^ VEGFRltt 
, fn^lz-t^-tbt^fflUI, VEGF£ mm U fLT'J^F* 

'>^t;i/eiut^-, VEGFR2tito cti%milr%rMc, 
vegf &c2tr£fiffittw/-r& c ttpsmzn&o co^cfc^t, ^lt^ 

^£<, ti^^nfc5§Il^;l/Ofc46tfe^fc, *^©VEFGR2M # 

v e g r f i jiif^ti, mmo)mw(Drz&izmMWfrM&m^-?&2>o 
<DtKte(Dfemm&im, vegfr2 *mvrzmmmM& zm^m 

jg<0©JS£\ VEGF — VEGFR 1 U-feT^Hg^ttlCiMH? £2£gf3 £ 


(Ill) #^2 00 2-5 4 3 09 3 

[0 3 10] 

i(D^*-XA^IL, ilO^A-XAlUoTV E G F R 2>&$k 3EVEG 
[0 3 1 1 ] 

COiaSJi^ VEGF^^Ltf, IMiON p n-d 1 £fctigij 

(D*y>%- cr vegf-b, vegf-c, vegf-d) tei|g£-r 

[0 3 12] 

*^OV E G F R 2 «#lV E G F £ fete 2 C 3tatt©J»£fiJ&#14^ 
VEGFR 2^LT^^n^^n^©JrLfW4#^^;l/^fc^VE G F© 

[0 3 13] 

flu***, vegf^ ^mmmmt^umt^o fct 

£oT»;£n£o OT©3O(0fij^*^-rs : (i) 

®ft*mKrcmm&im¥k*m£irz-t ; (2) ^n^*H?o^«:iii; 
rcMmmmmmmn$)j$k*Jki$?££ \35&xf (3) vEGFonswa:^ 

[0 3 14] 


(112) #^2002-543093 

7^, taT^h-i/XH^fe^mteO^M^ffMlSl^^M-r^V E G F R 2 

VEGF^^Pl-^cl^tCcfcorEii#1-§o VEGF£D4^W 
teffc, oO^«Pl^-r?>xy FX£^> (e nd o s t a t in) fcSfcfT 
§o tot, xyFX^f->^ll^t5$n/c^ffltl3^T, ##g0J3OVEGF 
R2MtaVEGF, 2 C Static VEGF£"*ifqU f Itxy FX 

*^><DtaJB«^JI£Jtli-f S 0 2 C 3 tfctifteOV E G F R 2»tMV E G F 

-So 

[0 3 15] 

*5<fctfft&©@?«\ giJ4£}3#£ftf#S*\ f;fcW;|g2©HW, 

M^^-fe^o fflss^x^y-yy^itftH? (t pa) t<Dm&&t>-&. £ 
fc^»^nfcmi©IM7 0 ^x^y-yyrg1^bH^ (t pa) $ 

[0 3 16] 

*f£W©te&©£5ft£f'Jj£«\ P«OJ±*l£W3t^£mSo VEGF1 
^'l40i^Pbfdl}gtt^\ ^l©<DEE^t^f#-r5©T% VEFR2mW> 

■$ftfci/?i-)i fornix m&&&&ifm®i&t}<omj5*ffi'p?Zo mmc mm 

[0 3 17] 


(113) ^2 0 0 2-5 4 3 0 9 3 

(B3. 2 C 3in#CDRiE?lJ) 
[0 3 18] 

WE\ : *jy(D&*)mmzm?'£nrc&fti*, numm (fr) twris 

FR 1, F R 2 , F R 3 F R 4 ) *3B#fcl: /5 1/- hiLiUm^U 

[0 3 19] 

*><Dim£.mm&. mmwm>^mmBmzm%?%> (k a b a t e>, 19 

[0 3 2 0] 

mm rim&&mm it. *mmwt\*T*®m-$nzm&. mtcor^ymim 
drj frt><D7s.ywmm m^&Yt^yiL&tf^mz 4-3 

4 (L 1) , 5 0-5 6 (L 2) 43<fctf 8 9-9 7 (L 3) 43 «fc tflttl PTE K ^ 
sC>iClStfZ>3 1-35 (HI) , 50-56 (H2) fe«ktf9 5-1 0 2 (H 
3) IKabat^ 1 9 9 K bT*0^S^^M^{cMffl$n^) 

tCfett5SS2 6-32 (LI) x 50-52 (L2) fe«ktf 9 1-9 6 (L 3 
) fecfc^SiloI^K^^ytfett^ 2 6-3 2 (HI), 5 3-5 5 (H2)& 


(114) #m 2002-543093 

<fctf9 6~ioi (H3) ) £^t?o r#jjg#j £fclt r F RJ *W*ffl 

[0 3 2 1] 

2 C 3 S c F v77y*>b<DVhj8&XfV km^DN AiS&ZfMfeT S 

(D^mt. ffifo<Dm&&&xfm&<DBim.im t <D c d r i ~ 3 #at?o 

[0 3 2 2] 

*mmmmz&m'£ti&£oic 0HC3H) . ^¥mft?izm?&mm&}& 

[0 3 2 3] 

IC&^T &2>Z£ (Hz^'>ayC3, HA fcH3tt£3 K^lf SH, fcitf 
[0 3 2 4] 


(115) 0 0 2-5 4 3 0 9 3 

[0 3 2 5] 

1 3©ae?i i i ^^^ifi-a-r^^^r. -imm^mm^yy-^i.^^ 

[0 3 2 6] 

[0 3 2 7] 
[0 3 2 8] 

lot, {mvmvd m£L<te* thsfttmx) a^#i»ri 

t£&DNA-fe^y HcHU £ftte£y/ADNA£#l;f\ flTVEGF 
R 2«Jnf* (RVEG F*r[{*) <m&\ 2 C 3Mgtf3«fctflg 

it) ©CDR^%Ili5o *Ei!ffl«*T^2nSi§3\ ffllS TDNA-b 
W>hJ ti, #^©a©^VADNA^#^-r^#il$n/cDNA^^^ 


(116) 0 0 2-5 4 3 0 9 3 

[0 3 2 9] 

mmK, 3-F^^>h3;fc:&VEGFR2«M{* (MV E G F J/ifa) M 
§lfci:t>^il (.m%.&. 2 C 3S8U3<fclfl£&) O^HC D RlgJgfcri- FT 3 

[0 3 3 0] 
[0 3 3 1] 

itsftfcae^gpsh fe£t;v egfr 231^^ Orcv e g f*w*) msife* 

Mil 2C3SiIfe^MSI) OCDR^lS«r3-K-rSDNAgB^J 

, 8 0%, <fcD$?i:L<«\ '>fc<£&#J8 5%, £D£?£L<«: 


(117) 0 0 2-5 4 3 0 9 3 

%iT^smGffi\*^fr'. cz.T*c<DCDRmmz. ^mm£rcim?m^9 

[0 3 3 2] 

#{ffi^7^/^tfc« r«#ftg&j ^*#s 0 tiijcwjte;, sh#u:^t* 

[0 3 3 3] 
[0 3 3 4] 

tot, Hi, »DNA|2?U (fll&fcf, ^nt-^- 

tf^ffl <D§^ 5 K <fc o TOTS 5 ft § £ £ ft^d 5 ft 3 o 
[0 3 3 5] 

* DNAt^yh©3- Fg|tf^:/n^-£- W#TT@BS£ft3 


(118) #^2002-543093 

-ztircmmm, »tfe^t, zrcimmz&^xzz., d n a -t yy> yv<D 

[0 3 3 6] 
[0 3 3 7] 

mznziixt<D&wi<Dm^w%miK&'DX. B£&<mi&-$tmz> 0 m%.& 
. m&#>rt2n®imizmtfc^x<Dm<Dmmte. tmu^xmv^-Y 
&WfcttWi^ffiic£&Lx^%^ftfo&&xf&fo7 : 7!f* y mc, nmc & < ^ 

T&SSo (B4. ^U^a-^l/^) 

f?ij^.(i\ Antibodies:A Laboratory Manual, C 
old Spring Harbor Laboratory, 1988 £r#E3 

(Dz.t;*mmm^xm%tLxmm-$ti%>) 0 tfv2u-t)itnMm*mm' 
mR^mcD^f&cDrMcimznzmmz, *-9-3\ t^x, 77K 

MAX*-, F N $fc«:-^T*&3o ^^W»6^A^flC>««! 

[0 3 3 8] 

pi^^^zsiz^ic^^^m^o'^mic^Lxmmt^o ot©®*© 


(119) 43^200 2-5 4 309 3 

sntfSo m2(D, mmft&mi&zr^^ibftm&o muft&tzxmis&zf 

[0 3 3 9] 

7^a/^y h LTtt^7D^> h 7^a^y h (f&fgSttfcMy c o b a c 
terium tuberculosi s^ralTf ft^jSiSF^I^SWMSSt 

[0 3 4 0] 

VE G F£*+U 7£a*S^SCfcfc:<fcoT;&\ Sfc«V E GF^tU7iC 

* v 7° u > y? %> c t k «fc o Tit^c^ nt#3 «t ? &c % it^ft&^fciijrafts-r & 
(KLH) fccfctfy^ifiiTg rjW^y (bsa) t?&5 0 *#7;i/7*^ 

[0 3 4 1] 

(B 5. ^/^P-fvWrLft:) 

^y^p-^-;i/^{* (ma b) *m£.?zrcib<Dn*i<Dj]mff£rc, m&^m 

§(Antibodies:A Laboratory Manua K Col 


(120) #^2002-543093 
d Spring Harbor Laboratory. 1988; ^HJUfflU 
LTjg/BSftS) o #V?u—f)l%[fafom±, ft^14VEGF|& 

[0 3 4 2] 

MAbti, %m&&%4, 196, z 6 5^ (cn^ ^mmm^-vm^tL 
■£nmz> 0 f^wt x iicgft MR$n/cv e g Fft^mmwottm^Tm 

h©^fflti, (Goding, 1 9 8 6, |j!6 0-6 lH 

;»M^T##^LTMffl^n^) tf. ^^XjbWf U\, fit, BAL 

[0 3 4 3] 

9V®%k\C. V E G F (Ultas B y y^ss 

(b«) ) t)\ uAbm^uh^Mcmf^im^rzisbicm^n^o cti 

ft£Lfc^£X£*<DJi¥itli, ^5 x 1 0 ? ~2 x 1 o" ®IJ y^EJo&'a-fro 
[0 3 4 4] 


(121) ^200 2-5 4 30 9 3 

[0 3 4 5] 

(God ing, ^65-66 Mx 1986 ; Campbe 1 U H75-83 
H. 1 9 8 4; *0J!M^T##£LTMffl£ti£) 0 #'J*&\ ft^L 

fcijW^XT&£il-a\ P3-X63/Ag8, X6 3-Ag 8. 6 5 3, 
NS 1/1. Ag 4 1, Sp210-Agl4, FO, NSO/U, MPC 
-1 K MPC 1 1-X4 5-GTG 1. 7, l5j;tf S 1 9 4/5XX0 Bu 
1 ■tftizmZtim ; 7V hK-D^T. R210. RCY3, Y3-Agl. 2. 3 
, IR983 F, 4B2 10, S/c^ifB^^iJ^tl/cT^XWttO^ *>(D 1 
O^ffl^fltf ;^LTU-2 6 6, GM1 500-GRG2, LICR-LO 
N-HMy 2, 13^^0 7 2 9-6(^1, £ hlfflJM&^CMLTWfflT 

[0 3 4 6] 

iKoitmt^n^tmzo • i~^i : 1 iff im^ 0 -bv^v 

^-Tyl/X^ffll-^Ilt!^^^, K o h 1 e r $5&XfM i 1 s t e i n ( 1 9 7 

5 ; i 9 7 6 ; ffilfflfff •v^tLrmmzftZ) laotiifnt 

£>t>. fLTt°Uxfby^j3-;b (PEG) 3 7% (v/v) P 

E G) *mmtZ>m&J5m±. Gefter^(1 9 7 7; ^Mf^TtM^ 

(Goding, ^7 1-7 41, 1986; *WmW$>r>0%tL 

[0 3 4 7] 


(122) 0 0 2-5 4 3 0 9 3 

-hit, ^ , 'jyfe«kaeu^^y©M7?OT r y^fig*ypy^u 7if 
yy*femmitirz> (hatw o 7W)yfttim'&n%w&, £#+-9- 

[0 3 4 8] 

g&g^ n^-9-yf-y^x^u^^;Vh^>x7x^— if (hpr 

T) £^IU fLTfne»(MUrj:^o B IBM: C U#3tf 
[0 3 4 9] 

-£n->^f^cJ;^T«£iggU ^l/^T-mHOJiV E G F S/Sttfc: Ol^f 
m©£n-y©±if£M8rfS<:£ 0ft2~3i!llM) £«fcot\ HfiE^tiS 

^*^A/7>yfe^\ ^ftfi^S, »{I#ft7>yfc^\ ?7-?7vt 
-fs h'7 b^,j§la'a7 , y -tr^T (dot i mm unobinding assa 
y) o 

[0 3 5 0] 


(123) #^2002-543093 

&£.MMmzW-y{ttZ> 0 ^X\ z<D*u-yimmcMfe-£tiX. MA 

b^wm-^o mum*. z-Dcom^mm^xMAbM^rMcmm^nm^ 

ft^o znmz> 0 nvms-tEtircWimt. m&-$nfcmm>^7Vv\ t ic&-DX 
ii^n§^wty^o-tMM5]W§«»§o ^x\ ci© 

[0 3 5 1] 

Xlt, 7°of^>A-S e p h a r o s e ^D7h^77^-|5i;tf/ 

3;/c&7°n7WG-S epharose ^D7h^77^-WP>tl§o 
[0 3 5 2] 

(B6. 7 7-^ F^7^U-|£*<Dinf#) 

m^m^mt%m*v>mw.i£*im^Lx^z> (van d i j k e> % 1 9 8 
(Dmmfrzmtzntc r n Afrzwrntsnz n > f u r/vM^nyy v7 

(M orris on 1 9 8 6 ;Winter 43«fctfM i 1 s t e i n 

,1991 ;&%tf*wnm$ i icpmtLxmm-$n%>) 0 

[0 3 5 3] 


(124) ^2 0 0 2-5 4 3 0 9 3 

[0 3 5 4] 

«\ ^?$-£LTs^TV*7 7~-i? \%mmt% (HuseB, 1 9 8 9; 

mc&o ($f$b<«, pcr" zrcimmmm&ffiK&t)) t#e>n§ 0 mm 

?u--y ?%m%fc ?%tz&bKs mm £ tifc D N A -fe ?W h £*"JISSB 
[0 3 5 5] 

(#J*.^\ Ml 3, f l£fcl±f d) &C|£*t-£xVX7W^£-£fiJ 


(125) %m 2002-543093 

-frbfofa*Zu-->7&£Xfnm?Zrc&KtifflZtlT^%> (K a n g 
1 9 9 1 ; B a r b a s e>x 1991; &4##W*ffl»4nc:##£: LTMffl^n 

S) o 

[0 3 5 6] 

^7 7-^f f w'Xyu-i'0/-c460c:o-l6W^^ ^lll^n^j 5 , 658 
F 'J -fr £ TOil^ ftfc U fly F ? n > ^fe «k tfx ? 

T7^^7 u - s ftfc * y ^-^x * u - - > ^-r & c t ic <fc d , << y 

[0 3 5 7] 

h^£DM77-^-h^y^H7yij-K^^y CT cpi i 

[0 3 5 8] 

£tf$i§I©M{S?©^-\-y7U y*f\z£K>^ "7^7*5 U-©*P--y^£4afc 
SIJBIfc?© l oJ^±©fflM1£&J£^#£^^Sc 0, Sfc&ll Wts 
tj: (e r r o r -p r o n e) jH'J * 5— tfjIit&JSklci: 0 7^7*7 U V 

V frtiXDZZtZZJjm^ *H#I^5, 5 8 0, 7 1 7^;|r)^ 


(126) 2002-543093 
5, 427, 9 0 8^-; m% 5, 403, 4 8 4 ^ ; fe<fctf|Rlil 5 , 2 2 3, 4 

[0 3 5 9] 

^tfij^fU H<D^mt. Ml 3, f HMf dO<k^^Wf 1 Jt7 

ms, 6 9 8, 4 2 6%\*wn^itc&%tLTmmt£ti&) o &m%nm ( 
He) is&Tjmn dc) mm2-D(Dnmiz. $v*7~&m&fci& (pcr 

TU 

, S'JfiOMl 3^-X©^^^-fc^n--y^n5 0 S§i^£-&. SIM 
iBWDSJaRtfgV I I l-Hcm&Z>rt?n*£.f$.?Z£?fc. mfcTV I I 
I (gVI I I) n-h^y^SJK^-a-fro He 
43<fctf L c ©^J^ty^^^-gp^tD^AW-o^^^^-t^se^n^J; 

[0 3 6 0] 

1^5, 6 9 8, 4 2 6^\*mfflW*fc&%£Lrmm2tlZ) o Mfr&t>& 
I I l&m&2^<Dmte^9*-<D5%<D—ft<Dmc%£tl%<DX\ Lc^g 

vi i i-Hcm^$y^tmtLT(DM&mfafo77y*yh(Dmmmm±, 

[0 3 6 1] 

HcI2?iJ£gVI I II2?U£<OTcD7y^-f?±:3F>4i, ?Mf7°U'v9-H*£ 
feV^T2 0«^Jligb^^o ^■9-7 , U'y9--ttc^€>4fig^nfc7 7-^%^ 


(127) #g2 0 0 2-5 4 3 0 9 3 

IfU : £LTy7Uv*)r-fc*mkZ#Z>Z.£&. mMOMfc, g V I I I 

^ucmm^m^^^o mm&ic-y-7uvv-w%tgm?z>z.t^ gvi i 

im&Z»Wn ( g V I I I-Fabi^y;^I) tLT^47^V-\H 
[0 3 6 2] 

Ocfc^^S^bT^, 0IJ*.fcf, ^-V^ (P a r m 1 e yfcit/Sm i t hu 

1 9 8 8 ; ^mmm^P^tLTMrnzftz) , 7-7^-7^-^0^ f?^ 

[0 3 6 3] 

wzfcvxDtiWftmts ^mm^5, 6 6 7, 9 8 8^fc£tfiRmf5, 75 

9, 8 1 7^ (&ttt>\ *mMWWc0^£LTmmZft2>) £|EitSn5o c 
<D7ji£fcJ\ ft^WJ V Rj^S&fc «ktf rT^S^OrI^ FtW C D RftJDc 
fcUSS* ^Bmc77-^^ F^jliTO^py^SL/ctf U FOxV X7° 

U>T£3jl#&ttfci6£, 8&fi:fr U * U*?- F&£rJ7°^^-ftS^£ffi 
1^7 7-^ F^-r^^U-^miTO, ^\fo^7-(DM^o7U^ 

[0 3 6 4] 


(128) 0 0 2-5 4 3 0 9 3 

^TU?Jv-ft&?u7V>ft?*£i£1rzrcib<Dftmt. (1) 
-tc^A-TScit ; (2) |Krajb5ti/c^^{5^7 7-^^FxVx-/u^ 

^~OXt=5:mHl^ffMf SCfc ; (3) M7 7-^f«mX7°l/ 

-<^>^^sfed:ms^te^fgiE^^^ci^ ; &s>mc (4) 

[0 3 6 5] 

2, 8 9 2§ (*BBE»4HC##£LTSffl£ft3) KfElcSftSo cl©7j?it 
[0 3 6 6] 

ri i io^TO^7y^it,j:oT, miMfcWig^f^^ as 

[0 3 6 7] 


(129) ^2 0 0 2-5 4 3 0 9 3 

mmizit, coum*. %&?ti7v >mm*y/wn<Dtffi&rFv?Tt>tiz> 

[0 3 6 8] 
(B7. fch'J^^S*©^) 

!#3 0 r^ytfhn^j (j % -0»c, U y/^Og^H (ill 

I gMjrtftT&S (Borrebaeckf), 1986; %ffl$m$*l£&%£L 
[0 3 6 9] 

mcojimmmzft (%mft&%5, 6 8 1 , 729^, ««^^##^ 
vy;m*®mL, zm^M. thvy^immwtwmtmz rjKDcsnj ; 
sttSo tot, ^$nfcnhu>^i^^fflbT, m**m*ti>z>K.Yv 


(130) #^2002-543093 

[0 3 7 0] 
[0 3 7 1] 

^ lift, Sfc«JlJ^P«9T*fe?)t#So thU>^^Offl»MJIS5n-r, 

[0 3 7 2] 

trc«fte©y>^i^*^iiiiR^nSo #'J*.&\ w®$smt, ficoi i-h 

y p a q u e (itH : 1 . 0 7 7) ia^tc<fc O^SS^ti^ flt^Xf-y 

xmmznmzo tyvymnttc, mmmm±xm%-$n 

ZKyft&7v7Vy*&m?ZftM¥mfi&fc&V®WZtiWZo 
[0 3 7 3] 


(131) ^2 0 0 2-5 4 3 0 9 3 

[0 3 7 4] 

(B 8. t h^#7^77U-%tttS h7VX^x-7^«)7) 
SfcfcftgE ?u 7° U y 7 7 - 7^ U - tcinx. T, SU©^ ^p--^ 
Xfr6H»f 3Cl£:T'££o C©<fc?&&ffi«\ ^BI#I^5, 5 4 5, 8 0 7 
[0 3 7 5] 

>©'>&< tt>-m*^- FUi§i)\ £/H££j^£n/c&^P7>; > 
©'>& < £ fc-SPfcn- Kf S<fc 9 £#g;*ttf#So 
[0 3 7 6] 

ti/ch hft^n7U >iie?^c^< i:fegp^lc**-rs^^n7*'J 
[0 3 7 7] 

77^>h{i gfSAl^fe&^£-£&fflLT (Burked 19 8 7 
CtlC&<9 (R i c h e rfccktfL o, 1 9 8 9; LTJlffl 

£ft&) stA£ft3o ^o^A^nfca^^tt, ^©ti^a^c car 


(132) #^2002-543093 

[0 3 7 8] 

[0 3 7 9] 

[0 3 8 0] 
[0 3 8 1] 


(133) %m 2002-543093 

[0 3 8 2] 

^*^@lR^tlt#So cKDcfc^^^D-feX^f 9fc46<DJi^^t±, isn^c 
[0 3 8 3] 

& B 3 7^ V £ ^ 7 (0»J& It. I gMfej; tffc-SA, I g D ) 

S'J^IU^Mtt. #S#fF^5, 5 4 5, 8 0 6f ;^5, 5 6 9, 8 2 
5^;|Wllg5, 6 2 5, 1 2 6^;|rI^5, 6 3 3, 4 2 5^;|W]3!5, 611 

, o 1 6^ ; &&xfm%5, 770, 429^ c^^t^mmi^^tLrm 

[0 3 8 4] 


(134) ffS2 0 0 2-5 4 3 0 9 3 

^ta-^T^C^o flf*©*^ -yf-fe^y M±^ 2 k b t 1 0 k b £<om(D 
[0 3 8 5] 

?u7vy7.^v^mmmmmt%>nmmm$, (Mi 1 1 se> 

, 1 9 90;Siderasf>, 1989; LT*WfflMlCffi%?£ 
[0 3 8 6] 

%:Bmf&m5, 5 4 5, 8 0 6 *1; TO 5, 5 6 9, 8 2 5^:^5, 625 

, 1 26f ;I5, 6 3 3, 4 2 5^:^5, 661, 0 1 6^ ; 

7 7 0, 4 2 9-sffclHic£ftS;£i£T?fcJ\ h^yx^x-^y^iirtttfti^ 

jsoM^acTiECitMT^o lot, cne^AiHg? 


(135) #a 2002-543093 

s: (D m is^iis&xfmMmftm&mm., (2) mtmfettwsm. o 

^U^-hU-OSSSL (5) (6) f*«)I$J^#i, *5<fctf ( 

7) ftf&fcmvmomx&ttfafcmfc^mvssio 

[0 3 8 7] 
[0 3 8 8] 

0 k bfctfctfS&tfS OD^^F-fe^^K 3 k brt0^7X^-f^56 
OCDJ -fe^y K &&Zfm£3 0 0 k b£*>fcoT£tfS90(D<D^jr^i£ii 

t£2. 5Mbi:IB^o 6 OOl^I© Vi 7 7 5 'J - ©t^T©^ V^-, D 
fccfctfJiH^F-fe^y K &P>mC/i, <K y3, y 1 fcitfa 1 SSWSfc 
^Mil#A}ifc?7^ ^ > h «&ftn?&S (Berman^ 1988 ;# 

o 

[0 3 8 9] 


(136) 2002-543093 

[0 3 9 0] 

Jrttttf "7 7 X^Kt7WC &^TM1££ S <fc 5 7-)Xi7i^ -Jgflg 

(W*^ adcc, ^7X*s#@£fl:) **i^-rsi:i>9^j^^#So fj 

Til 

mmv&K. tv^mm^-Yutw, wmt, pcr t^ssfc^^ 

[0 3 9 1] 

(B9. thittam 

(CDC) f (AD CO K£oTlift!ffl 

iffxDMH ^Jc^-rst hm^hMMT'^D, £D'>&<froJ:D'> 
[0 3 9 2] 


(137) #g 2002-543093 

mclmz-T, ruMtJ trim*&<<Dm&*GtZ>o ThMtJ trim*, -mz 
[0 3 9 3] 

[0 3 9 4] 

T^S^n^mf*Fy-r>©W$n/c:#@BS^Uffl$nt#^ (Koniecz 
ny^ 198 1 ; #fEiW» LT^ffl^tl^) 0 IMDNAgit 

§ (Morrison^ 1 9 8 4; *M»4UC##h LTMffl£*l£) 0 
[0 3 9 5] 

?u-i-)iw*cDmm£^ft%rcmmmftmmm (cdr) * 

§DN AlE^Jftnc^^K £ *>Jf AU#£ (Riechmann^ 1988 

D R (D 7 b- A 7 - * «r#t? 0 
[0 3 9 6] 

h<fcffitt££/#r3BiJ©7ft£^ 7fc«fFllt5, 6 3 9, 6 4 1 *t£i5®£ 


(138) #^2002-543093 

ft, ^mmm^^tLxmm^n^o commt, ot^^ ^mnm^ 
{**m.m-z> 0 l^m: (i) mf^sii^cfcr/iiiM^iiiic©-/-^©!]! 

> £&^9 8%|W|--e£3 ; (2) SUfe^^fllM^^yU-Ay- 

^bT^$ft^> ; (3) ^w-D-mmmmmmr^ym^m^ybKm^A 

mo^zy btfrnfeZftZ ; (4) (2) ^M^^ftfcSilfeck^lfilpJ^ 

6 (3) T|raJ£2ftfcM$J:fcJ;tf^^ 

M^-fe^ hT*s^fts ; fecto-' (5) is^r^tt^-r^t Htifaiis 

[0 3 9 7] 

tbitfcfo(DM&Z'D^T(Dmitt<Dj5mi. Mmm^5, 6 9 3, 7 6 2§ 
\mm5, 6 9 3, 7 6 1^;|p|^5, 5 8 5, 0 8 9^ ; &£1/|r]^ 5 , 53 

o, iom (&%tf*wmm$ i '?^£LTmmzft%>) Kimznzo eft 

ZcDJimz, l J^±<Dfflfflffifc5£1E# (CDR) to£ZSb*i— PdMVufyyK 

7 U >^©c d r trt^^-r^ i ^©T^yii/camf'j & k> 

£r^t?o .fcO^^ti, ^S^H 5, 693, 7 6 2^; mm 5 , 693 

, 761^; Pig 5, 585, 0 8 9^f ; 4o££/|I]|f! 5 , 5 3 0, 1 0 1§ 


(139) 2002-543093 

[0 3 9 8] 

^ Mtmft£jt£^&fc&0$£&£737£&, *a#l^5, 5 6 5, 3 3 2 

#*5<ktf|p|3S5, 7 3 3, 7 4 3^ (#^? Wiif LTlffl^n^ 

[0 3 9 9] 

7->(y>f (grafting) lc J; Dfti?tl§Mi^ui:(iI§5„ JiSR 
2nfchME?iJ&, IE^C&^Tgft£J: 5 ^LT**0^gPte©^ 

o fct, iKD^o-b^tt, rxtfh-^-ry^uv hilfRj (e i s) 

[0 4 0 0] 
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h^ttsfciiwrtu m ! to£rcimttm%t hm*tm\:^h--?ic 

[0 4 0 1] 

$B5, 7 5 0, 0 7 8^;ll]|g5, 5 0 2, 1 6 7 ; |r]^ 5 , 7 0 5, 1 5 4 
^•;|5)^5, 7 7 0, 4 0 3^;|r]^5, 6 9 8, 4 1 7-5f ; Pi! 5 , 6 9 3, 
4 9 3-^;IrI^'5, 5 5 8, 8 6 4*f ; IrI^'4, 9 3 5, 4 9 6 *t ; $5J:0IrI^ 
4, 8 1 6, 5 6 7§ C£4r&, *W3Nfl^T*##i:LTSffl5nS) ICBW,^ 
n% 0 WO 98/45331 feitfWO 98/45332 14, IftK&ftVfo*), 

[0 4 0 2] 

Til 

(B10. P C R IC 
%fr?>5£* DN A|*J£ 1 ^©^^l/^-f-HfE^JOEfk^A-rSJlt^io 
[0 4 0 3] 

gu*js (pcr ) (ommn. -mmcm&ff£L\,\ comm. m^DN 


(141) 2002-543093 

TU 

ftm<Dmj&*>£rc d n Aft?*icmmmmmz*mx?&rMcmw-e&z>o 

[0 4 0 4] 

TU 

^tiL&mm*mfr&tsrzsb\cmt-$ti% 0 pcr mmLtcy^^^> 

hit, ^I/y-77^>hT«t§ci:tJ:oT, ¥m«^^n, #^T* 
[0 4 0 5] 

NAU\ ifn^-mo)^^^- (00*. ^ pUC 1 9) mc. 

jim^t u 3? >? ut? F7°^^-#\ &mit£jimz®m LtM?ti§ 0 

TU 

[0 4 0 6] 

TU 

-MLT, PCR tCiot^i^n^^tS^o W»©MgC 

\z(ommte. —fflcmi 5mMt^§„ -j&k. ^2o~25im^;w7)pc 

TU 

R #\ OT©®0^fr*nS^T*feS : 9 5"C£T3 5%<T>WSl I 5 0°C 
tt 2#©;n-T 7*D ^V-tf-^a > ; *5<fctf 7 2°C^T 2^0#5 0 P C r'" it 
^ — 7 2°CTO^ji 0^FIM©^^7;l/O#imo JtmcQ#Sl 


(142) #^2 0 0 2-5 4 3 0 9 3 

[0 4 0 7] 

#r£n£^tT*fcS 0 ^X\ ^M5^7;bt^;^^b, ^np*;l/A 
0 % x * / -/U^ffl v ^ fctSfc: £ D 3 C t «fc o X. fcfoM^Zmmt 

m^xmmLtzy7?*vh<D&&%¥tt*M{tirz'<%x$>Zo c^mitLtc 
75?* vhiz. i&?Mt/m&Tfiu-7,'f;i±icxmm-$nz>o 

[0 4 0 8] 

£(D7 : ??*>h%:V7Zu--y?-fZ>rc&b, ^LX^M^m^fcibK 

x 7^7^ KDNA*^i#Mtisiia?nt#§E. coi \^m%m~s~%>tctbK 

femZftZo ^X\ 7°5X* KDNA<D^LfcgB#«u j£St&j£3?g2Wt{ 
*nfcCfc^^Sfci6tDNAiB?iJgll^C<koT^*t*tlSo Taq DN 

[0 4 0 9] 

TU 

^^^A^t/c, -jIopcr jM*\mhx$>rchi£nm%>o ccd^ 

MK&^X. il<?)Iim20(?)77^> hit. £^K7--;l/2ft, 

TU 

OPCR IgiaotSgJtl, ZftlC£iX±m(D7 0 ti h^Mc&tZft 

TU 

±l20J;9tc||ff^n^o LfrU o<D7°n-t?7Uc;f3^T, ^^tifc^U rf? 
^U^-f-Fii, #jl 5^2 0ffi<DM<DMM<DX his vf-lc-D^XTy 7° \s—h 


(143) #£2 0 0 2-5 4 3 0 9 3 

[0 4 10] 

TU 

TU 

[0411] 

fecfcM-sw^ ^n^cDHisftte, ^n^jc^T'^o, ^tr 

*0J!M^tC#^LTMffi£n£. ffi^eHFJfr^ (0Jx.fcf, Current 
Protocols in Molecular Biology, 1995) 

[0 4 12] 

[0 4 13] 

[Hi] 
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fc A 



Ala 

A 

GCA 

GCC 

GCG 

GCU 




Cys 

C 

UGC 

UGU 






Asp 

D 

GAC 

GAU 






Glu 

E 

GAA 

GAG 






Phe 

F 

UUC 

uuu 





T'Jw 

Gly 

G 

GGA 

GGC 

GGG 

GGU 




His 

H 

CAC 

CAU 





-j v Myy 

He 

I 

AUA 

'AUC 

AUU 




■) v* y 

Lys 

K 

AAA 

AAG 






Leu 

L 

UUA 

UUG 

CUA 

cue 

CUG 

CUU 

/n=-y 

Met 

M 

AUG 







Asn 

N 

AAC 

AAU 






Pro 

P 

CCA 

CCC 

CCG 

ecu 




Gin 

Q 

CAA 

CAG 






Arg 

R 

AGA 

AGG 

CGA 

CGC 

CGG 

CGU 


Ser 

S 

AGC 

AGU 

UCA 

UCC 

UCG 

UCU 


Thr 

T 

ACA 

ACC 

ACG 

ACU 




Val 

V 

GUA 

GUC 

GUG 

GUU 




Tip 

W 

UGG 







Tyr 

Y 

UACUAU 






[0 4 14] 

(b 1 1. m*7?>7*y v^^mmw) 
**©v e g f r zmm^.y e GvfcfovmmmtimMmzs jyzzviz 

cFv, F v, Fab' , Fa b&<fctf F (a b' ) 2 77^yh^o £ 
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[0 4 15] 

%&9$>m^^?V77yx%fr^£tt>^MZftZ>o LfrU Fab' 7^ 
[0 4 16] 

[0 4 17] 

^/UXiJt rS'l4gPfu^ox;l/7H FU;bg^ ^Xr-fX 
7*hx^ /— ;l/^fc& V^7s W F -/l/TjiTtl" 3 C t K & o TrS14{t£ft& 

, EDTA (2mM) T£>4- U- Mfc£ £ o Tl$££ T'&So lfl!£>£ 
J/ilit 1 : 1 0 O0MitT*-*££ii"&;£ttSo >f^a^-'>3y 

3-FT-tr hT^ F^ffli^ft-;H©ffl^7/V 

, S DS-P AGEiaot^^-^tl, ^LTffi^itfKJu -fuy-^yk 
-Sepharose f tett^^^n^ h P^yj-K ct^T^tlS 

[0 4 18] 

W$&&Xf\L hiH?» I g Gfr5>£>F Cab* ) 2 > hOP^Ofc 

(10 0 xjiffcigfij w/w»^tl«4> p H 4 . 5 , 3 7t) (i, mttf 


(146) 2002-543093 

ftmznrci gG^jg^5«k^tc:s^n5^fe&5o nt, i gG 2b it, % 

o 

[0 4 19] 

b' ) ^^^yhmn, ^LTft:fcffij^g*gL*#5o ^T^K** 
7>y h I gG<D?B{tfcJ\ 0. 1M tf&j|gfrfflU pH4. 5, ^TOllr, ^Jl^ 

: I gGi*5<fctf I gG 2a ffiiklt, #JA61C4°CT1 6H#B<do. 1 M#;l/ 

^-hMffi^. pH2. 8, m^TWtmmffimicttLTimznzmGtfo. 

£ft£o I g Gate, 0. lM'JyMI, pH7. 8tOstaphylo 
coccus V8 (3%w/w) JCfettS 3 7 tt' 4 B#|»-f 

[0 4 2 0] 

(CHI) £^ty 0 Fab' 75W>Mi, m± 

OttinHCfcoT, Fab77^>htl§4 F Cab* ) 2 M4#"7^^> 
Mi, ^tl^Wtct^^Xf^^mSF a b' 7^?><>h<D*f£:LT 

[0 4 2 1] 

tfvj 77^>Kt ^&fammmtL&£tfmm^miL%^zsm>h 

V>m*~7"7 / f*yY'£$>Z>o <l<D%mi^ ^Lf;«t^ (c o n-c o v a 
lent association) Lftl "D<DMMnf$£} t t'Ot 1 0£>#§| 

v. - Vl ?^-<Dmm±(Dmi&'&ffitiL*ffifcfz& o \zmmmtz> c 
tit, £<Dmf£piK&Zo m&mc 6-D(om^mm^ mtKwm^mm 


(147) #a 2002-543093 

[0 4 2 2] 

r#§lFvJ tfc« TsFvJ tr[{*7^^yh^, ffitt<DVH *5<fctf Vl 
Stye, F v^U^^Kti. Vb K^-r>^V,. F^y^MOtfU^T^FU 

[0 4 2 3] 

OT©#fFfe<kt;^tBfigt±, Jaft©8S&tt&$^*g£$i# (^vegf^ 

OscFv, F v, Fab' , Fa b&cfct/F (a b* ) 2 77^>h^ 

m^mntLxmmfcmmi£ft%-mmmw,5, 8 5 5, 8 6 6 ^-; iwi^- 

5, 965, 132^;|r)^6, 051, 2 3 0§;^6, 004, 5 5 5^ 
;to£Zfm%i5, 8 7 7, 2 8 9^ I &6tflC#@!|#iftBfig^0 8/4 8 2, 3 
69^(1998^10^20 UfcftftUnftU&W3itUt>nrz) 0 WO 9 8/ 
4 5 3 3 1 irL{*cDpJ^m jgnMMiC *5 «k mi*f1£ifc)£«i« (C D 

r) ( oiiM^^fe^^^Hatg43cfct;i(^-r^cfc^#t?a^o 

[0 4 2 4] 

rd i a b o d yj 2 0©toii!g^fi[^"rS^^l/^^7^^^ > h 

SK^-ry (Vl) ic&mtstircnmtii&FtJy (v«) £#t? 0 pcm±T*2 

ft, ^LT Z-DOm.m^^m^Mir^o d i abodytt, EP404, 0 
9 7l5j;O*W0 9 3/l 116 1 (#4?, ^HJfW^^^^ LT^tttfJKjgffl 
SftS) KH3iE2nSo l»(linear antibody) J (C 
ftti, Zapata^ (1 9 9 5) ( 


(148) ^2 0 0 2-5 4 3 0 9 3 

m^mm.*fcm-%>-'N(D$y?hm <\*>?*y v (v„-c H i-vh-c, i 

) ZStSo 

[0 4 2 5] 

[0 4 2 6] 

(oimtt^frs una, -^fi^t(*^^^^o¥M^^^^-r/c:46^^ffl$ 

[0 4 2 7] 

blcimt^7°^ LTOxtf h-7°Oll^&^W£tl3o WO 9 

6/3 2 4 7 8t±, ci©j:9^»i^$?)^H^-r^gwrci6^. *msm* 


(149) 1#S 2002-543093 

20(D7>^ (lop) S*0 3 0J^±^7^y^OM^cTfe^o WO 9 8/4 
5 3 3 lOTjl/^-^U^y^Hjg^xfc! h-7fcju *f£0J^^c$ffl«7ci6 

[0 4 2 8] 

(B 1 2. IS^7>y^fc£tf1«7'y-fe^) 
[0 4 2 9] 

y^fcLTW:, *BBffl»^^^ £ t|B«^nS«k 5 ft, ^l&^kifc^TSim 
f£ffl£ftS§££7>y-fe-Y (Mx-fct -YA/7nyK >)i^^p^, F>y 
h^n-y K R I A, E L I S A. ft^M^ Mftm*5mmft%L (F A C S 

[0 4 3 0] 

#£C^TOftlS£7>y^&, ^tfHtt^fttt^HJy^X - 

fcf, ^A/7n7h, ^xx^y^n^y h$3J:^M-r^7>yfe^^$3tt§ci:3 
ft) 7>yfe-f-£&£o ffi©S^ft7»yb^ti, EL I SATM„ t<T0L© 
<k3*7yfe^4i, Jfil^ffM^^iT^fe^Tjiffl^ntf^xfcd^, VEGF 


(150) #^2002-543093 

[0 4 3 1] 

zft&mm&immt, mmr v -tj uyvu-^t lx 

mx&%>m^ Cf&fr^ Cft£tfVEGF© (VEGFR lT*li£<) VEG 
F R 2^\©^fe«k^V E G F R 2£ftLfc'>^vM3i£PIg"r&) . CCJ; 

, veg Fm#u ym^^a'v e g vmmMmmmmmmtzTy^, & 

CAM) 7>ytr-r^W5>ti^ 0 £ ti£cD7>y -fe^tegfc, -Olf hnSfctt 
x+y if tfli^X * u - - y ?T 7 -te-T tc^Jl U ?+5Kc*l££nfc#tt 

[0 4 3 2] 

(c. %m&^m 

mffi&ifii*zmm-zt)\ vegfr zmm^tw mvEG vmt) ztcizz 

C 3£8-3<ftjg*S'&f* % -fA/ h + '>mr;37^WyK (c o a g u 1 
igand) fcg;fc#^Wc<J;oTjl#SnSo V E G F R 2 SSBflnf* OfiV 
E G FffiflO £/c&2 C 3 lcS^<^Wjgi^{*:t*5ttS^fflO/£:46©^»$ 

[0 4 3 3] 


(151) $g 2002-543093 

t 

[0 4 3 4] 

(ci. nm#&Tf%mm&mi) 

ZtlZommi*. V E G F R 2£»k JtlV E G FtrLfaf:fcte2 C 3^jiti«£ 
[0 4 3 5] 

t/c^T^/yf-uy) ; ry b^y^tvy ; *?>r v^^yyc ; 

#o-r F^S ; fv^l/f-y ;xht^F : ^ Y^^yy : jj»7;^;H^J 
[0 4 3 6] 

^ ftlttf£inm T)]/*Mk#L *SWfb"TS«iii^Si*nsii^ 
;H£->X ^yv^i/y, *hhMrfe-K Myfy^y, **#;1/tV 


(152) Ita 2002-543093 

4 

7^n7^->X V\y=-^y (t r e n i mo n) t5&Z$a-y?- 
[0 4 3 7] 

[0 4 3 8] 
[0 4 3 9] 

V E G F R2ffl8ftfiV E G Fjr[f*f: fcfc* 2 C 3 ^-XO^ft^lg^fttf^ 

MJn^(restrictocin) ; U jJ?7 * U7— tf (00* J£3§ 
'J #5* * U7— tf) ; i/*7f'J 7SH I^rfpseudomonas 
[0 4 4 0] 

l^bftSHH^yn^WtAgl (dgA) T*fe5o JIH^'J ^MV) i/V A 
[0 4 4 1] 


(153) 1$^ 2002-543093 

So L.(D&m<DtM^ Vi/ykim, Nagarase (Sigma)£«fc3 

[0 4 4 2] 

S ? IJ^^H^-T S £ il £ £ o W£ rS1t ft U A ^ P - - 

^ tim, zlt i&m t ffifr&t>*£T (Dim ©fc&ossfts^rffl & gp#a^ e. 

ftSo 

[0 4 4 3] 

(C2. ?IgIH?) 

*»VEG F R 2 MtfiVEG F^Sfe«2 C 3^-XO#E#^ MS 
[0 4 4 4] 

s?tL^«@s?tt, hhse^h/s^ (M*fcf, ^joiS«>?nfeTF (t tf 

^U0|pi6$tlfc TF (truncated TF) J (tTF) ti, Ig^i 


(154) ^2002-543093 

taot^nn^TFiMi^o zmmias^T r-H>&»j tit, tf 
-em-fit ^Tttz-Yftft, mwM7%;fflm\<0WT?$>z> o fct, coi&oft 

I I aB?tI^Lif, fLtmv I I aH7©#ftT^XH7 
[0 4 4 5] 

*a#H^5, 5 0 4, 0 6 7^«, ^Ocfc9^0IS46?n/cM^H^^> 

$>^?m<DmnmmM&&rsmMMtmm (7^/^220-263) 

[0 4 4 6] 

#3®B£ felt & © fctb £ T-miTiiM £ ftf#3o MS £ 9 

[0 4 4 7] 


(155) $£2 0 0 2-5 4 3 0 9 3 

& (biological ly-releasable) (flJitfc?* 

m*. ^D+t-tr; 7°^X^X hnyi£y N ilXaBf, ijXaH^Sfc 
[0 4 4 8] 

^©^fiS^cfc^T* ffi*8SH?^v-tt??>t, ^U^fllS^i:*a«l 

> v>mmmmt(D££zim?%7^ym(Dxhuv?-v&2>o \mmc, mm 

[0 4 4 9] 
[0 4 5 0] 

o r-y-^v-TF^^t/i^^Uv-TFli^J fcfc s '>& < £ 2 £ 


(156) #g 2002-543093 

[0 4 5 1] 

f*J «\ &6ift£^V I I/V I I aB?^L, SXBfi&^y^ 

[0 4 5 2] 

itztiZo m&itomic. TFmmmz, mvi ih?^v i i am 

[0 4 5 3] 

tmfr&t>#T&mtstm%o fgv i i/v i i aa?ic^T©TF^?±© 
i?ag^stiiLT, WE^aw^nm^^-r^o ^t, mvi 


(157) #^2 0 0 2-5 4 3 09 3 

££>^m-gftm% (WO 94/07515 ; WO 94/28017 ; ffl 
[0 4 5 4] 

mtm^fr&TimznmZo hpytfy. igv/vaH^fcctm^*, ^ 
v 1 1 1 /m 1 1 1 aH^iScktm^ mix/ixa m^^mmit, m 
x/xasffcitfiift, mxi/xi amT&&mmw, mxi \/x\ 

I a@^fe<fct/i§#{2k SXI I I/XI I I aS^Jo^tm^k fgXgl^T 
[0 4 5 5] 

[0 4 5 6] 

j; ^ g#fg h p y y y f- tf (Diiw^ffl ta-3t, iy k^;]/** y 

[0 4 5 7] 

hpy^+f-yyy^— 1?\ 1s&tf^fflfen<t7u7s#77>i?>*£rtit? 

%>m<DMm&£rc *mmwMic&^r mmmi tLnm^nn^o hp 

y #*+J- y y y £ — if £*tr § / ^ o — TvWfrfk tfb p y #+-9- y y y 

tCOt^TGD c D N A &|nMf Tfe^o 
[0 4 5 8] 


(158) $g 2002-543093 

/ - y r >? * - k £ o tm# £ n & 7 ^ 7 y y ft x. m 

[0 4 5 9] 
[0 4 6 0] 

(C3. ^^.-yvym) 

-mommts ?*-?v yt£'&t<D^®%frLT%<D$h%%nm%> 0 f-a 
^*mwtt$>ic{m?%rc&(Dmi£tff% u^nf-a-^yy^ n^ti^y 

xf-y, if y^uxf-yfecfctfeyxx^y) ; ^^xSuyf^^x^^y (c 

ombretastat in) T*&5<> iWMWstri^a.-fV yMlt, h 
*7^»i (B, J , E^rat?) , F^X^f-y (d o l a s t a t i n) „ t 
-UX^f-y (a u r i s t a t i n) P E, 'WV ft 7Xf-n^yy 
(u s t i l o x i n) D, U V>^y (rhizoxin), 1069C85 
, n;Hr5 F (colcemid) , 7;l/^y^V-;W 7 if h4^>y (a z a 
toxin) feitfyn^Z-^feSo 
[0 4 6 1] 

^H#fFgI5, 8 9 2, 0 6 9§, Ir]IfI5, 5 0 4, 0 7 4^, ■&&X$m%i5 

, 6 6 1, 143^ (^fflM^(ci¥ifflt##^LTSffl^n§) ictmz 


(159) #g 2002-543093 

U^X^f-y^f>mc>Rll#H^5, 8 9 2, 0 6 9^, PI8S5, 5 0 4, 0 7 

4*t, $>cfct;iRi^5, 661, i 4 3^tiE«g^ns3yru^x^f-y*^f 

5>ft£o ^ >7l/^X^f>A- 1 „ A-2, A-3, A-4, A-5, A-6 
, B-.K B-2, B-3$5&XfB-4te, ±iB<DSJ©0!|-C&£o 
[0 4 6 2] 

^mm^5, 5 6 9, 7 8 6*f43<fctf|^5, 4 0 9, 9 5 3^tt, 3>7 
U^X^>A-K A2, A-3* B — K B-2, B - 3 jS&XfB - 4 (D& 

[0 4 6 3] 

^S#I^H5, 8 9 2, 0 6 9§, IrHfI5, 5 0 4, 0 7 4^, |W)^ 5 , 6 6 

i, 14 3^fc<fctfiiifg4, 9 9 6, 237^ (^nm^mmm^vm^t 
0^i:±t^^ffl^nt#^o ^s#i^5, 5 6 1, ii zmt. mw&^yyis* 

[0 4 6 4] 

*bi#i^4, 940, 7 2 6^ c*mmwtipicm%tLTmmicmmi£ti% 

) «\ 3>7U^X^fyD- 1 43<fctf rnyyix^x^f-VD-2j £fa£n 
£fo#Tte/B£ft#£o #II#fF^5, 4 3 0, 0 6 2*1 (*B^»^tC##i: 

[0 4 6 5] 


(160) #g 2002-543093 

(C4. vom&i&m) 

*mm±. M^rcttmmm*mcmiP<t2> 0 rm*xf->^ veg 
Fy7z.v-<D*>rt-£<mmic. M^^mcmmm^mmm^^^ (Dav 

isM'Yancopoulos, 1 9 9 9 : Ho 1 a s h^, 1999;* 

mmm^-vm^tLrmmtn^) 0 mm^m^ntcTy^^f-yi^ ^ 

Ang-l ;I2?iJ#^lfe<fcU-iB?iJ^t2) . $5 &Xft&&lCfc&? Z 
7>^3-XhT^^7>^xfy-2 (Ang-2 ; I2?ij#^t 3 XZIMZ 
3Wf 4) -Q&itco <l(DffiJ]lt s ^IlfO^tt- tfU-tr^-T i e 

[0 4 6 6] 

2O0§TU^7y4^t°xf-y-£&3, ry^4-°xf-y-3 (t^X) fed; 
t>'7y^^x^y-4 (t: h) tgcfclRl^tlfc (Valenzuela^ 
1 9 9 9) o 7^t^>-3li, (A n g-2£><fc-5&) 7^3x7^ 
£LT^ffl-r3£9-£&£#\ 7>^^xf-y-4^, (Ang-1£>£?& 
) 7i-X hi: Lzm&t% (ValenzuelaB, 199 9) 

0 TV^^xf-y-aiiBf^n^^y/^M^Sfc, Ui»f>^n--y 
?2*U ^lTrtM(^lt-7^h^xy«W^^^tlS^?nfc (K 

1 m?K 1 9 9 9) o 

[0 4 6 7] 

-Hi, -flSfc^ lfiimiT^^Dm»m^^g^$tl^o ^^T, VEGF 
^^x^y- Hi, T i e 2 Mz7°£-£^>LT. «l : ©»*3i:t>^fl: 

■T^il t^^D^ra^ifiim^rabfcjfil^t^-t^ (HolashB, 19 
9 9) o 

[0 4 6 8] 


(161) #^2 0 0 2-5 4 3 0 9 3 

Ty^*#3L^y-u^ mfa'm&mz&^Tik^n^m&t&ct (sh 

yuB, 1 9 9 8), fecfct/V E G F %Tcli a F G F <DBm<D^tftMcmm-£ 
tlfclbl { &ffl(D*Efc%:mi)\}t2>Z.t (Papapetropoulos^ 199 

9) ^^nrt/^o ctizvm^ziztr^ r>tt#jL?-y- 1 fi\ mt& 

m<Da F G F0$^£«koTl§fg£ft3HUVE C ^4ott37# >7JE££6 
tf5£ fcfcTFLfc (PapapetropoulosB, 1 9 9 9) 0 -^©J:? 

[0 4 6 9] 
[0 4 7 0] 

mm&Gv fty vzm tr, 7y$*#2.*y- 1 ^^M^jfe^^iMM-r 

acfcfcL 5 0 0, 0 0 0<D*—#—<D7y#*tfx.?-yft¥% i gmz.®mz.& 

m?z>tmm-£nz>o cmt. t i e 2u-b^-^ffiL, m^ltt i 

[0 4 7 1 ] 

zfemctt?zmm<DW%$i%fami. jmnzLZMi&tzctT&Zo 7y# 


(162) #g 200 2 - 543093 

[0 4 7 2] 

mode 1 i ng) fc^BTTS C £T*&5 0 CttfcW&T'tefflSftTfc, ?£»J 
iBC*tr3Wm&^&#&L&i,\> &£M<D*iW{r:A n g - 1 Atliffit 

[0 4 7 3] 

mcmttz v e g f u^/i/T\ r^^^x^y 2 

[0 4 7 4] 

7y^4-°x^y-2ttl^ T i e 2 U-fc::/£-<0 U HT*feSA% — flB 

WtcaT^t^xfy- 1 tc^D^^ti^M^ii/^k^^fot-^o fie 
(dw^^o mcmmt^^jy^tt^y-z (cmt, zc 3© 


(163) ftg 2002-543093 

£?&VEGFR 2mmm E G Fffittfc&ffl LTS^K3I$RrfliT-&S) «\ 

- 2 i/?1-j\/&mZ-& <0, 7>^^xfy- l ^o^^'V E G F (DmJ5(DWM* 
[0 4 7 5] 

-<;VOVEGFO# : &TT^^{b{i. Ml : ffMJS^«»^) (Ho 1 a s 
h 1 9 9 9) o 
[0 4 7 6] 

^iEJi-rSo V E G F ii x ang-2^ll:«Wm 

T«?C>§TMW£ffM£-t!1#3 (A sahara?>, 1 99 8 ;Ho 1 ash?, 

x 1 999) o mfflsmicftttzTytttf^y-zftm*. $s^£n 

T43D (Tanaka^, 1 9 9 9), HCTVEG F ti^^otltffll 
T, MW^fcffi^tSfcV^CfcjbWSftfc (Stratmann^ 19 

9 8) o 7y^fxfy-2fej;o*v E G F £<fc D iiB&snsfrMlf J&jgMu 

Ctlf,©^ ri±M^ffM'l4 (co-angiogenic)J £T3 0 
[0 4 7 7] 

^(Dmmmic^if^MmicMt^ry^t^Ji^y-2(D^z/^^y^^zf 

M (Holash^ 1 9 9 9) o CO^rfVMcfc^T, 7>^#x^y- 


(164) $a 2002-543093 

ztm^mtit. mm(Dm±M i gm&frt>!k ! gzm&tz> (coopt u g 
ttffitzfo&Mmx. <fc o m^ft&m u^i/orm^ify- 2 7 y ^ 

m^nfcM^^-^-rs (Hoiash^ 1999)0 t^u £Cfd©i 

Ffcr-yTV^U-hfSo VEGFIJ, TZ/tttfJL=fy-2fr£><D'tfmz<' 
^Mi^tL, *LT^ISMm^£«E^£<DT* (HolashB, 19 
9 9) , ^T*VEGF*3<ktfTy^#xf-y-2©|pI^liti, (M^tfHc 

[0 4 7 8] 

-JH L t d 5 ^ Jf L T t ^ £ 9 IC Sfr ft £ f)\ 7yW»y-2 (Dim 

it. m<Dfc&?z>z/ffi-j]/* mcvEGFKm^xmm^ftn, ^Lx^<it 

M\ K£^t£{t:£-tf\ ^LT^J&BtU &5IKMSo jflJSU #£VEGF 

Wfc£ v )Mj%'£ftZ>b%z.t>ftZ> (Mandor iota Pepper, 
1 9 9 8) o 

[0 4 7 9] 

■z&fco 7mt°xfy- 2 fecfct/ v e g f it, wm^xwm^mm^-^ 
(ox% *mm<Dtf%L^mmt*mR(Dv e g Fmmmi*tmfr&fr&x, mm 

2mmfc*s^ximL, mm^m^^ximLr^ct^mmcir^ 0 


(165) #^200 2-5 4 309 3 

[0 4 8 0] 

±&(Dmm%%mLT, *mmiz, vegfr2«£wegf#l{* m*.is 

, 2C3) £M£U ZCDtfimZ, Ty^tof-y-K 7yW>fif>- 

mmztiZo i^^7y^>fxf>-iii«i N m&mm (dna) & 
^•j#^3 (dna) &£t/@e?ij#^4 (£>/^n) t<j:D0ij^?nSo 

•5 ft ; 7ixxh7>mxfy-4a, 7>^toy- i <Dti 

iM£ffl£ftf#&o Valenzuela 5>©1&£ (1 9 9 9) 
[0 4 8 1] 

Ang-2M£Zy/WM.-e&%o C<D?y>Wn&. 7^/t7 7«§7 
ytt#jL=f-y- lmmctib&ZtiZ. 7>Wxfy-2£DIlP7 3^S 
, DAPLEYE^JfT*. fc^tfo £ft&i:fc, 7y^t°xf>- l BfflWcfc 

[0 4 8 2] 

WxyFx^yW^ti^ 7^x^fy(i, tKH^ItF^ 5 , 7 76 

, 7 0 4 ^ ; IrI^ 5 , 639, 725 ^ft&XfmBi 5 , 7 3 3, 8 7 6 ^Hcfcl^ 

m3 8 k D aH$4 5 k D a<Dfr?m*ft?%$y/V7nT-foO, Ctltt, 
7°^ 7s ^ / - y y^fOB I^UV ?7H>f^ 1 ~ 4 £#<t? 0 7 >^ X # f - > 14 


(166) #g 2002-543093 

[0 4 8 3] 
[0 4 8 4] 

77-^'^ni7X^- tf (MM E) , ^F'J'J^y (matrilysin 
) (MMP-7) , fe,fctf9 2 kDa€5^— IfB/I Vian^y^— If (M 

mp-9) ^x^y-yyA^/mx^f-y^iitSi:^^ 

[0 4 8 5] 

MME&, mm^^xf^ x^ y-^^f>7>^tx^fy^iiu#> 

J fLTI^^n77-^n--lil7 (GMCSF) 7>4^X* 

o 7>4 i ^X^f->^«U#S^#^?>tiSSiJ©^n7 L 7--tf^, XhD^7 
-r^>-l (MMP-3) T'^So MMP-3&, ^yehDtc$3t^7°7X5 

y - p> 7 y 4^ x £ ymy ? V * y h z> c t 2 tit v ^ 0 


(167) #^2002-543093 

[0 4 8 6] 

•^fe 0 x ^LTVEGFR2 SiBfln V E G F Mf* (fljfcfcjf, 2 C 3 ) iciiigft 5 
[0 4 8 7] 

Fo 1 kmanfeitfO' R e i 1 e y ^(DMWit^W, 5 , 8 5 4, 2 0 5 

j&(D4yt\£$-£LXCD2Ly KX^^>fe<fct;^©^ffl^||-rSo xy FX* 

LTCO^^^gtt, @^0#t^»5>M$tlt#^>o *S#1^5, 854 
, 2 0 5§tttrc, i^FX^fy^ I \m, 

V§y, SfcfcfcBOVMPE l^otfXhUy (pregastric) !Xt7 
— tf © 7 ^ > h <D 7 5 / M@B?iJ£ W Lm&t^oCt £$^f 3 0 x y F X 

fe, ^h#i^5, 8 5 4, 2 o smctmzti, *©*s^ m^nram^ 

[0 4 8 8] 

»JT&£ 0 WaOX^f> (vasculostatinK *7X^f 
Xcanstatin) fccfctfVX H°y (m a s p i n) Ll^ 


(168) 


#g 2002-543093 


[0 4 8 9] 
(C5. 7^h-i/Xl^iJ) 

[0 4 9 0] 

^<<D^€>^C*5^T, )Sa»Jjife^ (0J*fc£* p5 3) Kftiizmmw 
i^^nt^So p 5 3 OT^ttftte, 7#h—>X©{£3iW£££ C£ 0 £ 

WT*©^ffl^icia$nso M^mrMmfflMm^tLTiz, P 53, 

JSmfc? (R b) , (WT 1), b a x a, <<y*t—w(*y- 

i b-^^^ck^T^u-, men- lite?, wmmmmim (nf 
i), cd kjytvz-p i 6, is^ii^jife? (dcc) , mmmtmm 

#'J#~>XiH£? (FAP) x ^'M^WmIe? (MTS-1) . BRC 

a i &£>mcB rc a 2*^fe>tis*^n6)tfg^?n*v^o 

[0 4 9 1] 

{£ffl©fc4&fc$y3: Ll^M\ p53 0KP8fF^5, 7 4 7, 4 6 9f 
5, 6 7 7, 1 7 8§;*«J:^5, 7 5 6, 4 5 5§;^(i:, ##^LT 

*mmm*fcmm-$ti%) . mmnmmm, brcai wmmmms, 750 

, 4 0 0§;P^5, 6 5 4, 1 5 5-^ ; :i3«fctfP^5, 7 10, 0 0 1 ^ ; [r1 
£15, 7 5 6, 2 9 4^§;|W]f?5, 7 0 9, 9 9 9^;|r]^5, 6 9 3, 4 7 3 
^;|r]|!5, 7 5 3, 4 4 1^;|W1^5, 6 2 2, 8 2 9^ ; $3 J; tf|S|^5, 7 
4 7, 2 8 2f ; Ml^ ##fcbT*^«H^lcSffl*nS) , MEN- 1 ( 
G e n B a n kgg*##U9 3 2 3 6#) fe^tfTyV E 1 A 0K@1# 


(169) 2002-543093 

i^fgs, 7 7 6, 7 4 3mm%£LT*wmm^cmm-$ftz>) (Dmi^x^ 

•So 

[0 4 9 2] 

VEGFR2«^VEGFJa#: (0»RJ£ 2C3) IC <fc D3£g2tt?#Sfl&e> 
fflfiJc^^LTti, )«®^gI^|13i7#h-^XM^i;^y H (TRAILS 
£n&) ^n-K-TSae?. &£tfTRAI L#>J^7^K (*S#I^5, 
7 6 3, 2 2 3^;#%^LTffl»^^Sffl^tlS) ;^S#S^5, 6 0 
5, 8 2 6^ (&%£LT*WWm*lz&m-£tiZ) 2 4 k D7# h-^XKJl 
7°nf-7— tf ; F a sUBIS? K FAF1 (^S^fF^5, 7 5 0, 6 5 3^ 

[0 4 9 3] 

OT©<k5ftfc£&fe3:fctefflSftf#S : *;l/^Xf-'J;l/ (carbosty 
r i 1) ifft (»I^5, 6 7 2, 6 0 3^ ; #&Tfm3i5, 4 6 4, 8 

1t(apogenic)^K(*i^5, 59 1, 7 17§;#ftL 

$X*fn^y7tn^ 0fcH#fF!g5, 5 6 5, 4 9 1§;^r>m5, 6 
9 3, 6 2 7# ;#><?tt, ##fcLT*^«HIS*tSffl^tlS) JRXRlxf-/ 
>CKMr7**-£>7:J-;*h (^mm^5, 3 9 9, 586€ ;##fcLT# 
EM»^C}fffl£ft£) ; 2 ffiltftSiJ (*ll#§^5, 5 7 1, 5 2 3 

*fcf, y-Xf^» fctfc, «HffiU"fe7°£- (VEGFR1) fcflBtftfb?- 

5, 5 8 7, 4 5 9*f£«fcD3:J3M£nS<fc'3K) o 
[0 4 9 4] 
(C6. 


(170) #^200 2-5 4 309 3 

2 C 3^-X(Dm*£rclZ{lM(D®(DV E G F R 2j1§t#EV E G FtflftOlffffi 

75yi©f^Dtt^ti#§„ en nit ttRmmimL 

r # v - *szmm\& «fc tf £ t & t & $ s <> 

[0 4 9 5] 
[0 4 9 6] 

^mtfmmmmi ^y^m^r^^-f^Y^micm^^^nt^r^ 

[0 4 9 7] 


(171) ^200 2-5 4 30 9 3 

>;§etft7i-;l/r7-v, HJ 7^7 7 y&cfctff-P^vte, 

[0 4 9 8] 

SftTfcD, <ine>tiOTT*feS : JVujt/y (+4. 5) ;^U>(+4. 
2) ;n-Ti/>(+3. 8) ;7i-;i/77-v (+2. 8) ;s/Xf^yA 
(+2. 5) 9) ;77-> (+i. 8) 

> (-0. 4) ; M/t- x y (-0. 7) ;-t?D>(-0. 8) ; MJ7°h77 

> (-0. 9) \*uyy {-\. 3) ;7n»j>(-i. 6) ; ( 
-3. 2) ; PfrZ^ym. (-3. 5) ; W5y (-3. 5) ; 7x^7^ 
>i? (-3. 5) ;7^7^> (-3. 5) ;vyy(-3. 9) ifeckr/r 
/i/^-y (-4. 5) o 

[0 4 9 9] 

^y^^mcmmm^^mmm^n^t^>m(Dm7m7i<T^ymmm(D 

-«a£^i£#^£fc^Tgfi¥£ftS (Ky t efeiO'Doo 1 i t t 

le, 1982, ^mmm^-vmmtLxmm^n^) 0 &%.<D7^smt>\ m 

U\ 

[0 5 0 0] 


(172) 


&a 2002-543093 


S4tl^4, 5 5 4, 1 0 1^ (*lil^-e##i:LTlffl^in§) iCfcl^T 

-y (+3. o) ;U^>(+3. o) ;7X^vS(+3. o±i) ; ^ 
frt^ym. (+3. o+i) ;-bU>(+o. 3) ;7x^7^> (+o. 2) 
; (+o. 2) ;^u^y(o) (-o. 4) 

y (-o. 5±i) ;77-y (-o. 5) ; txf^y (-o. 5) ;^xf 
-fy(-i. o) 3) (-o. 5) ; n^>y ( 

-l. 8) ;^vo^>y(-i. 8) ;f-n^y(-2. 3) ; 7x-;l/77 
-y (-2. 5) ; hU"/H77> (-3. 4) o 
[0 5 0 1] 

m(Dwmm%L<, ±mrtT*^sggi3bWcsf$L<, ^lt±o. 51^1*1 

[0 5 0 2] 

(C7. »^*y>^®:&<fcm&mfS3i) 

*^OVE G F R 2)g|f95iV E G FtattSfcfci: 2 C 

, ^»^M^fflLT. mtr$y^?n.tLTm%icmm-$timz> 0 &m 

[0 5 0 3] 


(173) ^200 2-5 4 30 9 3 

Sambrookf), 1989 0£WB^lc&*§£ LTMffl^n^) £1EI$£ 
[0 5 0 4] 

K1"«#-©3- Km#fcPS"f fg 1 fecfctffg 2 D N A n- Kft$ 

££#5o *^©TO^&^T. V E G F R 2 jElfrirL V E G F triifc & felt 2 C 
3 mifo<DD N ABB^Jti. te»J£3- KfS D N AIS^iJ^-Y V7 b-ATlfS 

®ffito<D £ <D&#& n 1 7c & c * as® $ t l x mm. £ n s ^ # 

[0 5 0 5] 
[0 5 0 6] 

VE G F R 2«#lVE G Fjri&i; fc«2 C 3 ^-X0ft&*g£tt<Dl/ 

M<Dmmft, clCOV E G F R 2 IIKV E G F jftttt fctt 2 C 3 ^-X£>#i^ 
[0 5 0 7] 

^o^&^y^K^ mm^mM^ chow ioo^th 
m&<$£mztim%o t^u e. com pQE-6o<Dcfc?&*ffl®f§ijt£ 

#\ V E G F R 2 »Jtl V E G F Ja&l; fete 2 C 3 ^-*©ft£JlS^tt©**a£ 


(174) $g 2002-543093 

— -tr\ ^r^-y^ Schistosoma japonic um^'/l/^f^> 

[0 5 0 8] 

0^^^fc^?)tM^1-^g^O/c46^, 3KB#fFfg5, 5 8 3, 0 1 3§; 
P^5, 221, 619^; mW, 4, 785, 42 0^1 IrI^ 4, 704, 36 
2 ! i%;lQ&XSm'%A, 3 6 6, 2 4 6^, ffilfflSf LTjIffl£ft3 

o 

[0 5 0 9] 

li$X.6tyc£$£n3 V E G F R 2 IHtMV E G F mftSfctt 2 C 3 ^-X£> 
[0 5 10] 

&m£. 7fV«M;U*, #^;l/^X^7^;l/X (HSVK IMMtfn^ 
(CMV) , &&Xf77 s Sm&V'C>\'Z (AAV) *S^3I 


(175) 1#g 2002-543093 

5, 1 3 9, 9 4 1^ (ffllfflff^T##£LTjfffl£n?>) iClEft^nS'M 

•So 

[0 5 1 1 ] 
[0 5 12] 

[0 5 13] 
[0 5 14] 


(176) 


^2 0 0 2-5 4 30 9 3 


(C8. 

VE G F R 2IKSVEG FjfittS/cti2C ^A/ 
[0 5 15] 

tcmm, wsm, %Ki<mz(Dm^mM*^-\ s ?%mmnzmc. ^y?u-h 

(i n-f r a me) T^^tU IBE^y h Sfctt^ $-ZimtZ>o IS 
[0 5 16] 

<DMm*mKTmj&'ZtmZo mm. i gG^-x<7VAy h^>y^ ^ 
vx*7fiti)\ Fab' yyPtyh^-xML.; h*isyi±, -flSt, ig 

[0 5 17] 

V E G F R 2iiWftaV E G Fiatttfcfc* 2 C Z^-7$ifoKn%&ft 


(177) #a 2002-543093 

^cDM^g-^v-c, {mvyti-&t)m%Li\ MfLis, ±Li*mc mm* 

[0 5 18] 

v e g f R2iev e g Fmtzrzit 2 c 3 ^-7,mmz%££rMt-$nmz> 
mm &mi, v ^y Aimrdmyv ^isMtkm) t>\ &£n?&s 0 ti^fb 

[0 5 19] 

[0 5 2 0] 
[0 5 2 1] 


(178) fta 2002-543093 

E G F R 2 WMtfi V E G Fjn{*g;/c&2 C 3^-*ffiffcl3<fctflifc^*^*M<E> 

&%a(Dmi±. Pseudonomas ftmmitSfaT'foZo 
[0 5 2 2] 

fb^^ij <m&\ mum®, mw^vti^y, fmrnmon. tk* 
\z-nm& < isi§r{*{b£ftT4o 0 , * UT^ia^w^^-r s c ^^^nr^s 

CDH? (#iJ;tfcE\ ^tiJ/l/^VX^y (neocarzinostatin) 
, 7^D?^i/y (macromycin) N h U—^y (trenimon) 

[0 5 2 3] 

VEGFldg^U ^LTJiHH^i, lfil$Mb£{£3i«o 
[0 5 2 4] 

(C9. ^it^mmm) 

±.mcmmft&-ft%<Dm mctn^x, vegfr 2Mt#ev e g f^s^ 
tt2C3^~xi«i, #^©»suv^b^«isij^fflLT, mmm^mm 


079) #^2 0 0 2-5 4 30 9 3 

[0 5 2 5] 

[^2] 










SMPT 

ill fiJ7 5 > 

o» ✓ AC 'o>X/CIX 

11. 2A 


yUl/7 fc KLUl> 



SPDP 





jLjL'y t K U JU 



LC-SPDP 



1S fiA 





lAJt-L C-SPDP 



15 fiA 


>t Jl/"7 k K IJ JL 



SMCC 

uinvv 

26 1 IB 7 ^ V 


II, On 


H H k IJ JL 
SkJV s L. P v yl/ 







1M-SMCC 

26' 1 2BT ^ V 


11 fiA 

II. On 


>UU7 1 K "J JU 







MBS 



9.9A 


*;u7t 



MHlBS 



9.9A 





SIAB 



10. 6 A 


*;u7tKiuu 



>IM-SIAB 



10. 6 A 


;uu7t kuju 



SMPB 

mi»75> 


14.5A 


7WU7 tH'JJl' 



M*-SMPB 

SSI »7£> 


14.5A 


*;U7t K'J;u 



EDC/JtM-NHS 

mi »7S> 


0 





ABH 



11. 9 A 






[0 5 2 6] 


(180) <%B. 2002-543093 

->« (i^H HU^vvUV?^ F\ 7W>F, AP^y^H) ££fS-T 
[0 5 2 7] 

for, *m«, mm(o^m\mmmm^%m^^^t>\ gfc 

[0 5 2 8] 

- (0!l*fcf, L-Leu-L-Al a-L-Leu-L-Al a) O^fflkSfc 
[0 5 2 9] 


(181) $3*2 0 0 2-5 4 3 0 9 3 

[0 5 3 0] 

^oitftKStt. f-^-P-hr-^-y (»j;(;ifii4'£^u#'S ^i/^f 
{^ffl * nt# § ci £ # £ ti& o 

[0 5 3 1] 

fcf , t> i/yj ^ 2 - ( p - 7 ^ K+)- U ^7 5 K) x.f-jl- 1 , 

3' -v^TW^-h) £^ff&. ^xn-mtmS^I47x^;P7v ; 
K^tPo N-k KD*->-X^'>W5^l/Stt, H-f&75/S£:aSU 
^-LT7x-;U7^K (ft#fl¥©|g) ffiM©7^y^»hl»R^^ 

[0 5 3 2] 

MS£ftfc (hindered) ^TOJfcljteT, tt^SftTVfc^y 
l:fc&£j#Lft^fc#*.5ft&, ffi©*fffl&3g*S2iJ£fc!\ SATA. SPDP& 

[0 5 3 3] 


(182) 0 0 2-5 4 3 0 9 3 

&o yscxftm &m$, yjitim. vmwm. ttimw^&tv^YVvy 

&ffi Blue-Sepharos eftM) ^ffl$ft!#3o 

[0 5 3 4] 

cc i o. ^^Kmmm^vyij-) 

[0 5 3 5] 

T, If-mm V E G F R — 2 WtJtl V E G F jftf* , 2 C 3 

) ^^W^™^^l£^^bTUX±©^»JtlS^^tl!#^o Sc 
Fv77^>M^ #£0IIM^£&^T^i;UHtft£^ VEGFR2 
Wia-VEGFlnf*. nntf|#i{*& L < te^ijj OftM^Mte, ^ffl 

[0 5 3 6] 

T^TOlS^-t^o <mW\ #@!ftfF^5, 4 7 4, 7 6 5*f :fc<ktf 1^ 5 , 
7 6 2, 9 1 8^ 0&^te\ ffllfflfff T^^##Xm^LTMffl$nS) 

[0 5 3 7] 


(183) 0 0 2-5 4 3 0 9 3 

[0 5 3 8] 

^-h^^A"T^J:dtMaS^nt#§o te»Jfct Schi f f <Dm.W&^ 
Wb^n^S fFH 5 , 4 7 4, 7 6 5^o£0lR]!g5, 7 6 2, 9 1 8 

[0 5 3 9] 

XmW%t%5, 4 7 4, 7 6 5^43£tmig5, 7 6 2, 9 1 8t (^4r(i, 
GF ^^ttO UX±0»^^^pft^^ w^f^ 

[0 5 4 0] 
[0 5 4 1] 

Df^t- tf (flRtf, HSStt3 7y-7— tr\ y^^T— If, Sftl±XhP^7 


(184) ^2002-543093 

m$Wi6, 0 0 4, 5 5 5 , *S#I^H 5 , 8 7 7, 2 8 9:fc<fctf#SfM#*§ 

0 8/4 8 2, 3 6 9 (1 9 9 8^, 10^2 0B^f, S#5fM^) It, £ 

1 9 9 9¥3^2S^^T^tirc^ll#I^5, 8 7 7, 2 8 9*t&, 

[0 5 4 2] 

^D^nf^t- If ( rvh'J y^^P^ofT- If J Sfcti TMMPJ 
[0 5 4 3] 

[£3] 


(185) 2002-543093 
HB 2 





✓ ✓ >\ ^ VJ Rfl w J RbBC7>J 




P R FK 1 1 GG 

1 5 


r K r K i t \* G 

1 6 

1 Vj r p 

SSRHRRALD 

1 7 


RKSSI 1 1 RMRDVVL 

1 8 

~7 Jtf —7 ✓ n -4 L_ J* 

SSS FDKGKYKKGDD 
A 

1 9 


SSSFDKGKYKRGDD 

A 

A 

2 0 





t E G R 

2 1 


1 D G R 

2 2 


nr. c i n r: r 

VJ VJ O 1 U U in 

o o 
£ 3 




bfA 

P L G LWA 

2 4 




f?^'>fieji=i^-y> ( a i ( i ) go 

G PQG 1 A G Q 

2 5 

f?^*>«j*35-y> (a 2 (i) n) 

GPQGLLGA 

2 6 

^*>lk#3 7— y> (a 1 (I 1) |) 

G 1 AGQ 

2 7 


(186) 


#^2002-543093 


t hffFIS=i 5-^> (a 1 (III) 
HO 

G P L G 1 AG 1 

2 8 

t ha 2 M 

GPEGLRVG 

2 9 

thPZP 

YGAG LG VV 

3 0 


AGLGVVER 

3 1 


AG LG 1 S S T 

3 2 


EPQALAMS 

3 3 


QALAMSA 1 

3 4 


AAYHLVSQ 

3 5 


MDA F L E S S 

3 6 

77ha,lj (2J) 

E S L P WAV 

3 7 

7*;h«, lj (27J) 

SAPAVESE 

3 8 





DVAQFVLT 

3 9 


VAQF V LTE 

4 0 


AQFVLTEG 

4 1 


P VQP 1 G PQ 

4 2 


(c i i. -a#nffl&if*) 

[0 5 4 4] 


(187) #S 2002-543093 

T*<D&5\£) W$kWk, mZfomWr%Z.£*^tS 0 ^?i/y(DF (ab' y) 

©Fab' y ai 77^>h^»§ 0 #y V^TS 20©/V- h 

t-©10t$5SHl^ o-7i-l/»Vl/^ F©£5&^»J£ffl^ 
T7;l/*;WI:U FS£ 1 o©/^- h^-±K:Mt!±-r3o 

©^-F ftx-f;^#giaoTlKt^?^ mW.(D¥ ( 

ab' y) ^fn^PillbiSo S PDP3;fc&7 0 n7MyA£ffl^T 

[0 5 4 5] 

7FO-7 (q u a d r oma) %Bf$.?Z£tX*%>Z 0 WJMH^&^TWl 

->sj©w#©-fey F©f§si£^m-3«#\ ^T-g&snSo 

[0 5 4 6] 

-^fflllStfcte. ^©5I^lT3£#^f3, mzii, 3-F7-feF7^ FlcgtfE 

w^^M$n/c^2^^yu F-v^«tM!ii^^n^o ^^sisfe-a-ti. stew 
m5^2o/^7'j F-^©«£«Jt££« 0 [pi-©7^y^^7 0 Tfe^ 

[0 5 4 7] 


(188) $£2 00 2-5 4 30 9 3 

>^7x7- tf (HGPRT) ) tOt>T^$tl.I@mt^o >W7'J 

Y-^^'K^mm^m^fM^ mm*. s-rwy-wmmmM ox 
i o 7 m~ i x i o 5 m) o^fiTt^i$^§ 0 mmw*. m^mc^-DX 

hat) mgmc-D^Tmmt&o cvmmmmt. m%.&. io% fcs, 

2mM L 5 tfl mM >-X h Vf h^C yy^Wt 

[0 5 4 8] 

■W^lffl«^^cJ:oT. ^7Fn-7M1"^ 0 4. 5xi 

0 ? c7)HAT^tt©^l ©IfflHSfc, 2. 8X10 7 HATIM2« 

RTia*w^{i:¥W-r >n if ^--pss a- K7-feh7^ vcomtmm (u«i 

o ^Uxf-by^Un-;!/ (PEG) £f£fflLTM#U fLTc 

[0 5 4 9] 

4 hO^x;!/ (Falcoru Becton Dickinson 

Labwa r e) £ % M'U7V K-Tffif*:© l ofc^gftfcfflSfftB U 

* 7n-y^U ^LTM^-r§±}f (SN) ^^x;I/{«t5, 7V-h# 

muxzmm-cy^^-hL, ±m*mx, yu-hzimu ^lt^jurl 


(189) 0 0 2-5 4 3 0 9 3 

hfcffifrU *LT*X7 7#~t?g© (tfiJ;U£\ p--M37i-MX7i 
-h (Sigma, St. Louis)) £#7 x;W£«rr&o 7V-h£-f 
>+i^hU 3N N a 0H£&7x;WC»LTaS£{#ibU ^LTE 

l i sAu-^ffflit, od„o fi»j^-r§ 0 

[0 5 5 0] 

Jtl{*£\ -ry^^h^ae/iat^-rs^o^to^Ti^-rSo fa 

[0 5 5 1] 

o coffin ^^D7Uy*S^o^^*5^r^^#t^(D, s^o^y 

mWZs ^mftWtKL%^xm l K\T*1b%> Antibodies:A L 

aboratory Manual, 1988 t) 0 

[0 5 5 2] 

/i^7°ux-ryG-t77D-x*^A^a}i$-a:T, igG^se^-ss (7-r 
m%&mLxm&?%o b s Ab^^mta®^, m&mmKMLxm^-t 

BsAb^ 3. 5M f&it'??%i'Vl*%m^xmft?&o 

, ^.(o^muL^xmrn^tiTcB s ±m<DwmnM(DT^vz 

^7°^EL I S k&ZTfftmkmi&Tv^KZL-DX, IS^tt^O^T 
Mi&'t" %> o 

[0 5 5 3] 


(190) 0 0 2-5 4 3 0 9 3 

nmzntcB s Abts&vmffifo&tnL. sDs-PAGEmm&f]^ 

[0 5 5 4] 

(d. m^mmm 

^mmm^mmmts -mac < t *>m i © v e g f r 2 mmv e 

[0 5 5 5] 
[0 5 5 6] 

[0 5 5 7] 


(191) #^2002-543093 

[0 5 5 8] 

(D 1. aHMt^tl) 
#I§0J1<D V E G F R 2 «Jtl V E G F jnffc^-Xffittfc L<tt2C3 ^-X#t 

[0 5 5 9] 
[0 5 6 0] 

V E G F R2I«V E G FffittSfcM: 2 C 3 ^-XMfttfc&ft^S^fi 


(192) ^2 0 0 2-5 4 3 0 9 3 

®<tifc din) ts&mmsm wms. -rvyne^r^y, hu^f-;v 

[0 5 6 1] 

, ^n^oiimti^tk &^mcii»£#t?, }§&fc < ktf#ffc&{kww'£ 

[0 5 6 2] 
[0 5 6 3] 

ZrcimjjMK, V E G F R 2 ^MMiriV E G FffiW-^fcit 2 C 3^ 


(193) ^2002-543093 

c 

O 

[0 5 6 4] 
[0 5 6 5] 

Kff^iJ (0J3.fcf, M®7j<mr^) hrFb^-^n/cfe^aOV E G F R 2«V E G 

LT\ &£iEBI©^*Sig£££i;3o iSCKitt, Remington' s 
Pharmaceutical Sc i ences, il6E Mack Pu 
blishing Company, 1980 ($mmWfo*S^T&%t LT3f 

, 0. 5ng/mg^V^I*l) dfc*aft?-rs^#TfeS 0 th 
^©S-^KO^T, Ht^fci, F D A^Jr£>£MKiJgipfc: &iT i &mt-$tl% 

[0 5 6 6] 

(D2. mt&miim 

V E G F R 2I«V E G Ftfj^fcte 2 C 3 ^-X^Sfc^^lS^rt 

mmm5--£ftz>t>\ imm^m^mmtmm wm*. mi. &w #7° 

[0 5 6 7] 


(194) #a 2002-543093 

T-£(D»lU^;l/££C3 <£ 5 fclSfl-Sft, * LT#%i£fcfi£5 V E G F R 2 
WrJfiV E G FtfCftgfcte 2 C 3^-Xln:f*^fc^^lS^*^3Mii-r^^46^ 

[0 5 6 8] 

, #>J (2-HFn^^x^;l/-^^^UU-h) Sfctttf'J (£:i^7;lo- 
;K> ) ;#y^*^K <m&\ *Si(tI^3, 7 7 3, 9 1 9f) ; L-^U 

$?l£-;l/ ; n-zHn^y?- (0J*.fcF, Lupron D e 

po t TM (ILi-^Un-Mn^'JT-fei^n^^nU K7-fex-hfr£ 
&3&t^t££^nX7x7) ) ;fcJ:tf#U-D- (-) -3-kKn^> 

[0 5 6 9] 

[0 5 7 0] 
(D3. U#y-Afed;t5^y*7 , -tr;l/) 


(195) #S 2002-543093 

C 

E G F R 2 «r*TL V E G F Jrtftg; felt 2 C 3 ^-X*af#g; fcltfim^fot £ % 
[0 5 7 1] 

y#y-A«\ ymmw^^^ti^vymm^m^n, zLT&mm 
fc&m<Dm>b<D-nme \l*?)\> c^ntm^ (mlv) t$>m?z>) 

%>o MLVfct —WlK^ 2 5nm-4/im©ES*ttSo MLV (DMeffi^M 
«\ tpfol£7kfel&%<3&tZ>, US 2 0 0-5 0 0 AOlElffl<D/J>££#/f 

(suv) ££i;So 

[0 5 7 2] 

^y-A^o^iH^ii^ffMU#^.o ffii^Jttefcvvr, y#y-A«\ 

[0 5 7 3] 

y#y-A«, 4~D<Dm2>mmzm\:T, mmmmmt^'^^uyj 
g^\(7)[5]B#^m^ ^ -5 , u ^y-Aoflga-Mii^M^^A^^ 

M«§i££>I$£- ; $5J;0\ y^y-AflDrtS^c^^i^tifetfe^*^ 
foio ioj;f)^v^^|p|B#t^ijU#§^\ y^y-AOM^^fb^^ 


(196) #g2 0 0 2-5 4 3 0 9 3 

[0 5 7 4] 

[0 5 7 5] 
(D4. Bg'M^) 

%mm&. mR%m&mmt. ^>i-^^ mn.mm. yv^^ym (ph y 

lectenulosisK mm. vf^WrVrmk. mM&&. <t¥ft 

man. mmmm. mmmm, mtommt. mm^mwt, titf-vmm, * 

yyy$m. ^.mm ( P e r i P h i g 0 i d) mmmmw^ r^mznm 
femftifemtm? 5 n s t>\ c n £ &c his ? n & v \, 

[0 5 7 6] 

mmmmrn, mmrnt. mmntmnM. %mm. mm. mmmvmmm 

^h'Jf^X(vitritis), T^^^f'J/I^ "7 -(Km, £#14 
¥L^x^ X*-#-h#ii§, ;^-X77-f^X (pars p 1 a n i t i 


(197) #g 2002-543093 

s) , wmmmmm. h+v^xTfe nmis&xfu— »f- 

[0 5 7 7] 
[0 5 7 8] 

ffioT, *%^©V E G F R E G F ^^-XOjr[f**5 «fctf 2 C 3 

XS/ttlZmft (intracameral) ^(Otz^XOm^^tSo m& 

(ommzrcMmmmomAtDrMc, *^ov egfr 2»w^ #lv 

E G Fmmm^Tc^ 2 C 3^-X£0jrLf*Mtl©^-rn^Hi, V£M<Dm¥W 
fltT TRemington' s Pharmaceutical S 

c i encesj ^1 51, 1 4 8 8-1 5 0 11 (Mack Publish 
i n g C o. , E a s t o n, P A) %&m<DZ£) «oTPM£tl/c®l4 

[0 5 7 9] 

m&mmmzs m^mc^mmmmm, &mm%rcimm*Kmo. oi~ 

111%, tt£L<imo. 0 5~#J0. 5M*%©SIST*VE G F R 2»rJn; 
V E G F#rt*£fc&2 C 3^-XO#[{*£#fro «g©^< ^ffl 

, k^Jx mmm. wmk mitm±m^vt^m^ }M*>&mmmrci* 

[0 5 8 0] 


(198) #^2 0 0 2-5 4 3 0 9 3 

H7tpH7. 5 t(DmcDpH*mmtz>rMz^ft%;m(Ds t^wt, mmym 

U £ A, iM^ h'J'i'A, E l U>i (b i phosphat e) 7" h V 

, f+xfn-x, ^y-byx t£it#y^A, t'dhi/^'J *&ft7- 

h'j^A. 0S'l4^^fb^-hy^A^S(i, 0. 9±0. 2%(D 

[0 5 8 1] 

ji^^^™±^ij*5fet;s^iji:bT^, Mii^-thy ^a, -«M7j< 

M&kZfftymt #y y;w- h 8 o, #y v;W- h 2 o, 
X, <^hn^£A, tfyx^Uy^'J 4?'J lfx;l/7;l/3-;k sKU if — 

[0 5 8 2] 

(D5. mmwfiW) 

[0 5 8 3] 

mmts is 3 £ XS7 # i/7& fete h 7 ft* y h £#frn-tf y "J ; ^g&gfll 


(199) 2002-543093 

[0 5 8 4] 

J^R/r^ffl (fljfcfcf, ^U-A, m*fe«J:tfy;l/-e) (DfcVXDVE G F R 2-5S»r 
SiVEGF Sfcte 2 C 3 ^-XffiftO&^felfc LTte, ^§£5j v i? TJlfrKD<fc -5 & 

ifiN-^k WMtemm. wmfztu %Lr&oiff£L<i*, tt&frz 

^'Jx^b>^Un-;k ^'J^>;l/4 0Xf7b-h, ftStf^'JV 
[0 5 8 5] 

[0 5 8 6] 

(D6. tk&m-ftm 


(200) 


#82 00 2-543093 


W5ftSo ^t'J7»Tfe^ &L#«, #iJ;U£\ 2 0-5 00^^ 
[0 5 8 7] 

^ffl*^^tis«fc9tii©^nso tot, ^mm*. mn. m^'&x& 
zfrnwrmvanmrnte, m-fiw^icsiztmzo mzmmvM'&mmmi., & 

[0 5 8 8] 

o«^+53Hc^mt-^o^^x^-t$>d. ^o^n, mm.m^. 

[0 5 8 9] 

mb<Dmm£rcimmi&*m&?Zo mn%w733&zfnT#7#-*&Lx 


(201) ^2 0 0 2-5 4 3 0 9 3 

[0 5 9 0] 
(E. Mffl+yh) 

*5%wi*&r^ *mi<D&wj5micisttzim<Drzib<Dv egf r zmfttKv 

E G FtaftSM2 C 3 ^-XjnftS fdiMHi^MttyMffl + 7 h£« 
OVEGFR 2)t$T#iV E G Flrj^S/cte 2 C 3^-X^ft3;fc&ft^lSlirf*<D 

* > g; tz it 3 7 7 'J # > H © & S fgffl £>ft Sc<D 1 Z> o 

[0 5 9 1 ] 

ffiS©££&Sj£#£^£y;&\ Sfcfcfc^Sftl/W E G F R 2}I 
ifmv E G F*rtf*£fc& 2 C 3^-XMfti;fcte&;gl££ft£#fr 1 ( 

£-2ttf#3o +>y hO^-VEGFR2»ir[VEGF^*Sfc«2C 

[0 5 9 2] 

[0 5 9 3] 


(202) 


#^2002-543093 


v e g ?m*&mz 2 c 3^-xm*£rzizftm££W&&miM(D{mmm<D 

[0 5 9 4] 

£<W>y H££/c, VE G F R 2MKVE G F^^fc^2 C 

[0 5 9 5] 

(F. JnM^ffM^) 

j&Wu mmmmm^± (avm) v mi, j&mi^^af-'ifii^iT^rtPi) 0 ^ 

A£o^T<Dfl&©igaEW£$ftfc:fci\ l&TtfmiftiZZ : tfn.'gimm, 7fo- 


(203) ^2 0 0 2-5 4 3 0 9 3 

[0 5 9 6] 

ftftmrnicmmmcw^L, *tLxmft?z>(D*mmz>o zmmmmmm 

[0 5 9 7] 

HaradaB (1998, fflll^T'lli LTJ^ttfityCjgffl^nS) « 
, VEGFtf, 11ttW;^T^0^ia^|l^L, ^LT«^ VEGFcDlfil 

[0 5 9 8] 

NagashimaB (1999, mwmc. *Wmm*X*&%t LTjlffl£ 

fcussasnso ^n^mu^vf-^ti (7i/7^y (buc) ) ^©ftMBa 

#tl*lK:, miiifflflSt^SVEGF^^ffi^^o^^^tlTl/^o lot 
, BUCOmU^V^ij^, }fJllfflflatC«j;5VEGF^©PM^LT, V 

[0 5 9 9] 

^sti, momm &m$. mmzfcimm) ^(DffiL^ihmnmxfc&ixft 


(204) 4#g2 0 0 2-5 4 3 0 9 3 

o 

[0 6 0 0] 

v e r we a r) , litt^I^, ±ffigBftJBIf& gttftJHfc&*i^ ~>x-?" 

(sjogrens), L^tt&Jl, 7 1 j (p h y 1 e c t e 

nulosis), ii> 7^fa;^fU7I^ J^SI«, ft^6Wt£\ KB 

3>y>^a, Mi&Mt^iiWtti fe^tmrawr (graph) jgifeo 

[0 6 0 1] 

m, ^mmmmn^m, ^i^hfe mmmm. mmmm, mmmmm^ 

11147 K^ifc/fE^ttlfc (v i t r i t i sK ^n/^f'J^^ 
, Mll'Jf^h-fX (erythematosis), 

»Se, ^-;l/X^, ^x>y Fi(Bechets disease), W 

o 

[0 6 0 2] 


(205) 2002-543093 

[0 6 0 3] 
[0 6 0 4] 

^nti^o t bmmmmit^m^c^if^ vegf <Dfggi«\ i n o u e e> 

(1 9 9 8, JlfTOc, *B^»^-e#%^LTMffl$nT^§) tC£oT±z:fiE 
[0 6 0 5] 

DtB-To 4liOtlW&»$5, MBS (hemangionmato 

ses) a, mv^t^^-rso ii^ffl$n^^a?£^ffl^TMm?nt#^ 

[0 6 0 6] 
[0 6 0 7] 


(206) ^2 002-5 4 309 3 

[0 6 0 8] 
[0 6 0 9] 

icz-oxmrnztrnzo erne, a, mi^Mi^m w&mmtw&LK. 
^ wo 9 8/ 1 6 5 5 1 icmTjkzti. *mmw^xm%£LTmm-$ft%o 

[0 6 10] 

ttmc, mz-iz* Kmm^ms, 712, 291^ (mwmc, ^mmm^x 
m^tLxmmnz) mm-snz&ofc, ^mftmQtmicLfc&ix, * 

[0611] 

flM&3;fr, Jfa^^lia (blood-born tumor) (0J*.fcf, 6 
[0 6 12] 


(207) #^2 0 0 2-5 4 3 0 9 3 

%*>%\<\ tot, mm;Bf&(Dffi±!,^ mmmm^mm. ^ui^ 

[0 6 13] 

*f£0Jl&c£oTMS2ft3V E G F R 2iI»flnV E G F£ttM5<fctf2 C 3^- 

Zf/frZlHi^L.; h*isy£frl&37ffVtfy K (coagul igand) 
[0 6 14] 

^nm^m^mmmmtLzit, m. mm. w. mm. mm. 
mm. ™. mtb. mm. mm. urn. mm. ^^m. nm.. mm. 
mim. ¥tt©ii m¥±&m. urn. 'mm&m. ?vt- 
j±. WM&mifem%;zwmtft>tizti\ cn^im^nm\ wo 9 8/4 

5 3 3 1 H\ E G FtiLtii*m\LT. ^W^^a?n^S@>«f OB^* 
[0 6 15] 


(208) 0 0 2-5 4 3 0 9 3 

[0 6 16] 

n§ 0 V E G F R 2«I/lV E G F^^-XOffl^^^O^ltOiL^*^ 

9um.&<Dmm$irzt l m&*£.u%o *muz. ^x, 'WMm*>&xfWRLz 
omisx tfiot^iim s *\ £ /c & en 5 ^tit s fe^o & s <§# 

[0 6 17] 

Iffl&mtV E G F R 2 jMJtl V E G F tafrfcitf 2 V 3 <fc D Mlf ffM 

[0 6 18] 

*^ttt/-c, fTO (preventative) ^SSfcti^K (pro 
p h y 1 a c t i v e) m t W£LXMM'£tlZo *$m<DCtlt><Dmmi*. *f§ 

x, *mm£rc, mmvmfticttLx^mmtzimmfom'mmmwtDm 

[0 6 19] 

*mW<DV E G F R 2»9/lV E G FtftfM3<fctf 2 V 3 
fclifi*/ b^>yffMgfcL H^M^MSfcM/U^ft (d e-b u 1 k 

i ng) lastfz&mK'o^Xs m^mznzo ^mmcn^comm^ * 


(209) #a 2002-543093 

[0 6 2 0] 

*^©iI^MSemj;[f^D K77 ^Hii, WTO 2 ocD^tt 
[0 6 2 1] 

[0 6 2 2] 
[0 6 2 3] 

V E G F R 2 WfciV E G F£if*g;fcfcJ: 2 C 3 ^-X<Dffi#£fc 


(210) 


4#^2 00 2-543093 


[0 6 2 4] 

im&fcitV E G F R 2«JtlV E G FjfiftSfcfcJ: 2 C 3^-X<D#if*3\ in 

m*, ^^^©^tc^tT, m%zm&*G?zi)\ im^wEGFm^ 

[0 6 2 5] 

BrogstromB (1 9 99) *0J!lffl»^T##i: 
LTMffl£tl3) MA b A 4. 6. l^fffllT, <Y ve#T*©?Uffi#r0R 
WffM^fetj-^VEGFOSgtt^ieSct/io #fglW2C3ffi<Dffittfci\ A 4 

. 6. i fcojti&ffi^cfc^T, mm%£rcim&znrctmmfo&*&Lrcw 

ii-^tfc, i6m«o f£oT, *»JOV E G F R 2»tMV E G Ftfift 

t 3 3HJ5Ji^ £ *5 It £ *f L Tjff $ L < l± & 1/ \, 
[0 6 2 6] 

I^UStDfiJ^tt, V E G F R 2«JtlV E G F»<i:02 C 3^-^©^JS 


(211) #g 2002-543093 

£izfr^mnw%®i&&*mft?z&mmz. wzfr-v&Zo v e g f r 2mm 

MVEGFJnf* <mf£\ 2C3) m#HfflflS43<ktf»C#?RlRlfflflSOStt*^ 

©Jiii* (0J*fc^ A 4. 6. 1) £J£^TfiM£fiJ££*tf5o 
[0 6 2 7] 

Brogstrom^ (1 9 9 9) GlttWfcx *eBffl§^-£##£ LT3f ffl 
fcL MAb A 4. 6. Ui N \ i *Vfr\£i/y£mfr£#Tmm-$ftZ> 

fc^s-rsis^ w**is^w*ie^Bj^"rsfc46t, vegfr2WJtlv 
e g vmtt\m^mMmm\%tzmt^m\\t^m^^tc^m^n-t 

[0 6 2 8] 

F e r r a r a &cfct/ttl^ffi2c#£>«2:fc, M&f^^XfcfcttSV^XJi 
V E G Ft; ^o-±;l/$ii*:©^*5 < ktJ f ai^-jS«r, ft^tftt hMS^£>$ 
^cot^Tfg^Lfc (Mordent 1999, g t #ftK*WB$$ l T*& 

m<D^$hMm&£>\ &£#£fe^TMi£ft*§So Mordent i 5 (19 
9 9) 7-Fv^7Xtfce§^S^^<^»J^ 7^X»fflM^ 

*JP*.T, Mo r d e n t i £ (1 9 9 9) £&£2ftfc#flT©#^:/£$ffl LT 
[0 6 2 9] 

•tfvl/tefcttSHfl&fcli MfcffM<9G e n e n t e c h£>in;V E G Vfflk CM 


(212) ^2 0 0 2-5 4 3 0 9 3 

mW^fcmzm^t LTMffl2tl£R y anf>, 1 9 9 9) (Dm^^mm 

J«#TMflM, fccfctMSJM (growth plate) 

o <KD<fc3£fcj±tfi* VE G F R 2«*tlVE G Ftafttf3<ktf 2 C 3^-X©fe 
5S^J©^fflU:*3l>T«We»*^*V^o CO^fflfci:* VE G F R nc£D^£ft 
^^^XWfe^t/^Wcfett^ V E G F^fe£^>^;Wsit#IS^ 

[0 6 3 0] 

GenentechOt: Mt^E:/ W—fA/ttM E G F KteOHuBg^fi^S^ 
^ SP^itl^ (interspecies scaling) IS&ZfMMftlplCft 

t§^f»%»a§f-^tt, Lin^ (1 9 9 9, ^$mmm^^tL 

tt/ftlft (allometric) ttMlttm LT k Mfc#JSffi#©^i&f£* 

^■rsrc^t^ffltfco tot, }im&»it$B£, tho^Jimi cm*. 

o 

[0 6 3 1] 

JriVEGF*n:{*A4. 6. 1 OH Mfc^-^a ln»J0 J; 9 &GlJ*M££ 
fc$S^TimLfz (B r em, 1998;Baca£, 1997;Presta 
£>, 1 9 9 7 ;^*^*ffl*it't##tUTSffl^nS) o tot, 
&i^r-£&l:fc, *fg0J!<7)VE G F R 2i£»MVE G F$TtfM3<fctf 2 C 

tV)XOi^»TA4. 6. 1 £|3|igjgli:2 C 3tf*f3&"Z?&£cIi:£?jVr 

t>\ v e g f # v e g f r 2 ^^c>^£is#« c h icn~f zmmmm* 

T&Zo W0 9 8/4 5 3 3 nif/i, ^M^C^i: LTMffl^tlT, M 


(213) ^2 0 0 2-5 4 3 0 9 3 

[0 6 3 2] 

mmfemcisifzife&mtv egfr zwmy e g Ftrtf*^/cfi2 c 3^- 
xfD^M^w^miznLXs mmmit, zrctbicmmiia. 

MU#So ^tl^&S^LT^ #H#fF^5, 8 5 5, 8 6 6^;(^H5, 
8 7 7, 2 8 9^;|WI^5, 9 6 5, 1 3 2^ ; |I]fg6, 0 5 1, 2 3 0^§ ; (WJ 
^6, 004, 5 5 5§; |HJ^ 5, 776, 4 2 7§;^6, 004, 554 
; *5cktf|W|gg6 , 0 3 6, 9 5 5^ ; ^P>mc^a#f^mM^0 8/4 8 2, 
3 6 9§ 1 9 9 8^1 0^2 0 BlC^&foftfc) O^^ftfBfl, 

C ft 5 «\ £ <D <fc a ^^»J-tIWfb»J^tl^ffl^$ icfESc-f & s w 

[0 6 3 3] 

IM^ifT^^cko^, B5#$LS£iia6&Ha^ fu^M^^M^-T^^V 
[0 6 3 4] 

mmttv e g f^$^« 2 c 3*-x<Dfofoizrc&ftm£&fo<Dmm&rcim 

lTi»feDi§o t%t>?>. #3£UJ§«\ SftH (draining) jfilWO 
[0 6 3 5] 

V E G F R 2»9nV E G YW^%fz\t 2 C 3^-X0ffi#l;fc«ftjg$££f* 


(214) 


3#a 2002-543093 


[0 6 3 6] 

tilL l g%i£.ikffifa<D9m<orclb(D. V E G F R 2 IIKV E G F tfiWZ felt 2 C 


[0 6 3 7] 

It, ^Jlmg/m 00 0mg/m\ $fll<ii, 5 0 m g/m' ~&<J 

5 00mg/m , ^LTitfe£?3; L<M\ ^tJ 1 Qmg/m OOmg/m 


T'fcSo Lll^fflKi:, VEGFR2il$T^VEGFJn{*£fc&2C3^-X 
0M(Offlbl5&X}V E G F R 2«ItlV E G Flaf*f fcfcfc 2 C 3^-X©MI£ 

[0 6 3 8] 

CD V E G F R 2 jitBririV E G F#tf#i:fcte 2 C 3 ^-Xffitt 3; 


^ f^lmg/m \ 2mg/m x 3mg/m „ 4mg/m , 5mg/m » 6 


(215) ' ^2 0 0 2-5 4 3 0 9 3 

2 2 2 2 2 

mg/m , 7 mg/ m , 8rag/m , 9 mg/m , 1 Omg/m, 12m 

2 2 2 2 2 

g/m , 1 5mg/m , 20mg/m , 25mg/ra , |>)30mg/m , 

2 2 2 2 

3 5mg/m , 4 0 mg/m, 45mg/m JM50mg/m ; 
600mg/m, 650mg/m, 700mg/m\ 750mg/m\ 80 

2 2 2 2 

Orag/m , 8 5m g/m, 9 0 0m g/m, 9 2 5mg/m, 9 5 0mg 
/m\ 9 7 5mg/m 2 $/c^lOOOmg/m 2 t$§o t h&^-£>fci6<D 
£ffl&^§jg4)ffi*<DV E GFR 2«mv E G FKttSfcte 2 C 3^-Xtftft 
*fcttft$Blg-£f*l^ ^5 5mg/m\ 60mg/m\ 70mg/m\ 80 

2 2 2 2 

mg/m, 90 mg/m, lOOmg/m, 125mg/m, 150mg/ 

2 2 2 2 2 

m, 17 5mg/m, 2 0 0m g/m, 2 5 0mg/m, 3 0 0mg/m 

2 2 2 2 

, 350mg/m, 400mg/m, 450mg/m, 500mg/m, 5 
2 5 m g /m , 5 5 0 m g /m £ fcli^} 5 7 5 m g /m* % £©{£ffiit £ iSffl 

[0 6 3 9] 

<Dtzm2nrc&m<Dm<D&M®*M<Dm&M®2ti%o vegfr 2»^v e 

G F ta^^fcti 2 C 3 ^-^OftSSe^^ffl^tlS^ ISIMI^ 
[0 6 4 0] 

1 0 — 1 0 0mg/m\ 1 0-9 Omg/m", #J 1 0-8 0m 

2 2 2 

g /m , ^20— lOOmg /m , ^20 — 90mg /m , $<J 2 0 — 8 0 m 
g /m , ^J30~100mg /m' , #>|30~90mg /m , |<J 3 0 ~ 8 0 m 
g/m , ^15-10 Omg/m', |«J25~1 0 Omg/m' , $J3 5- 1 0 
Omg/m , $J 1 5 — 9 Omg/m', 5-9 Omg/m', S^J 3 5-9 0 
mg/m (DT&(D®mMm, &3WiVE G F R 2 jJUfrinV E G F^S/cti 
2 C 3 ^-XOirLfafc L < &ft^-&{*C>^<9 <fc -5 &*9$S«BH*Wi: Ll\, <: 


(216) $^2 00 2-5 4 30 9 3 

[0 6 4 1] 

^ V E G F R 2 fCO^tSVE G F R 2»£r[V E G F #l{«o «fc tf 2 C 3 
^-XCSfr^^^^n/c^tt, &5>mcV E G F R 2MKV E G Fjnftfc 

[0 6 4 2] 

tblcmmZtimZo lOOjat^nhnM, ^lmg/m'-lOOOmg/ 
m\ $?g:L<«\ ^50mg/m 2 ~5 0 0mg/m\ ^ LTgk£?i; L < & 
, 0mg/m Z ~|>)l 0 0mg/m 2 ©VEGFR2llSVEGF^f; 

(terapeutic cocktail)^ 1 MfflK 1 ~ 3 [eK ff$L< 
[0 6 4 3] 

[0 6 4 4] 


(217) #a 2002-543093 

[0 6 4 5] 

m 1 (DV E G F R 2 jHHtJtlV E G F*t<*S/c:« 2 C 3^-X©*M0f?£fc:o^ 
[0 6 4 6] 

1&fe<Dffl&&. =mm#- h (triple lumen port) 
S^>»fl(R*f--x;l/OSg^ffl , rSIS^l.tH?nSo V E G F R 2 3iK)TjrLV 
E G F ir[{*3;fcte 2 C 3 ^-X©»Jti, flUfcf, 0 . 2 2 /i 7 ^ 

ftSHUBWi, 8 7%~9 9%tOlBHpS|-efeD> ^y^^SOJi^^o 
[0 6 4 7] 

V E G F R 2 31$9n V E G F iatei; fct* 2 C 3 L < (ilig^Mi 

, 1^4-24 8f ^©Bilg £ fc> fc o T&#S tl, 2 ~ 7 B PbWbIHT 2 

±"TS*\ Sfc&^O-^g&Afc^ih-TSo $T^fflM<DV E G F R 2)I»9n 
V E G F jnft^fcfc!: 2 C #]6 0 fflC^fJ 

u-tc^^r, mn^Mt^v-H I I I Zfctt I V0^1££7jVt£T, 


(218) $$200 2-5 4 309 3 

O 

[0 6 4 8] 

t xcomrnxmrnistiZo mmmmmtLx^ ^iMfttt Mmtur^-y 
N wr^-y^-i— tr\ mrnm, mm. sgot, mm, \*v>i\*> s yjiy 
^y, to&Tj±iiiLW$y^?mmft>nz>o mwm6 0B%ximmznrctfa. 

fcf, E L I S \%fclZR I A<D£5&) *®.mt%>, tf&WVfi^WftffilZ, V 
E G F R 2 3I®t#lV E G FtfiWtrcte 2 C 3^~X(Dfemm<DMWmmiS&lJZ 

[0 6 4 9] 

^ #T£>i&OZ:oa)MitfI (perpendicular diameter 
) 3\ SaSW^H, te^T^lMWk 3 0BT«-r^T&£ 

o Mm^mxft^mmmmtzrMc, mmcTx^^yt\ mm, mm, & 

[0 6 5 0] 

©iifT^#o/c, ^xm\femmm^mmmmm(»5o%kA±.(DW>fc^ 


(219) ^2 0 0 2-5 4 3 0 9 3 

[0 6 5 1] 

Mikis&zmmt. ^^m^^xm^mcmiM^ti, zLxmm&mmm* 

[0 6 5 2] 

(g. ®&t>-&fem) 

[0 6 5 3] 

#S8E<DV E G F R 2«mv E G Finite fci: 2 C 3^-XO&lg^&&, 
^ *ftSfrC*^T*&SC fbtVEGFR2 ^flfi/iV E G F 

[0 6 5 4] 

muz. m.fr&t>-&fem*m&u ^aa, vegfr2Iwegf^ 

[0 6 5 5] 


(220) ftg 2002-543093 

*mntimmmfcs mmmmmwk mm&j&mu rxh-i/xmmm 

^©-gpi: LxmmtzrMcmmcmmzftrc&mvmmzr^ miam 
z tm 3 t>\ Mm\ t mm^m^m.^t>^x & im\ $ nm %> 0 

[0 6 5 6] 

1 -DVUKOmMftV E G F R 2IIKV E G FtnittSfcfcJ: 2 C 3^-X©M 

-aaa^c, iitt^ m-o^oio%sx.§^ptfcOT^ 

[0 6 5 7] 

£ tl/c^M^^^-r £ fc & £ , T* ^ ft 5 £>3§3^fr 5 

nfc^ffiiiftffl^4i:sK^w*^T*gy©^[jiSgiji:ffl^t)-a:T, vegf 

R 2«#lVE G F^f/ctt2C 3^-X^^tl^»^#^^#-r^ 0 ^ 

xmfezti&o c ©a WfcgfiJc-f vegfr2 jiiiitJ/i v e g f j/vtfcs 

o 

[0 6 5 8] 

fcSWi, VEGFR 2}l$Ttr[V E G Fffi{*l;/cte 2 C 3^-*©*Mfc)\ Jtl 
MmXtttmZo K^iJfeJ;0-*VEGFR2«inVEGFin;#^ 

2 c 3-<-xcd»j^, mmicftLxmmmti£> j &®%;*mw?z>z 

[0 6 5 9] 


(221) 2002-543093 

^^(DtnMMli, VEGFR 2»9nV E G FffittgcfcW: 2 C 
M^&l&fam(DtiiK5-Z.z>tmZo LfrU VE G F R 23M#lVE G FJittl: 

[0 6 6 0] 

Kmm$m5, 710, 134^ (^mmm^cm^tLrmm-$n^) «\ n 

,^#1^5, 7 4 7, 4 6 9^ (*^SBHfift>lC##fcLTSffl^nS) «\ 
p 5 3feJ;0DN Aliflia? (DN A damaging a gent) ^n- 
F1-3^;I/X^£ - <7)|lll&^fr £ ft fcteffl fc^TjVT S o fit© £(D£o%M 

[0 6 6 1] 

i/Ko^oTOtcfe^T, mmimwfflr3tt&m (^ft^ftcD^p^ms ( 

2, 3, 4, 5, 6$/c&7) , tlf^ (K 2, 3, 4, 5, 6, 7%tc&8 
) (K 2, 3, 4, 5, 6, 7S/ctt8) f£ 

H£L<£;l&Dt#3o CftHu loo^a*^ ^MtofcMfciKil-f 

so miic&^Ts wfUT^So mim^M^ ^ffi&Kiasfcts-s-sftT, 

[0 6 6 2] 

V E G F R 2}l$9nV E G FJ/ift£fc&2 C 3^-X<DMM£rcimi®ffl(D^ 

■rftA^—o^e^sg^fijffl^ftsci^A^/c, ^^ftSo ctif>©»j 
ti, i n&tttcizimm&zic ^mmuim^tm^ ; £/c&-)iove 

G F R 2«t#lV E G FjrLftSfcli 2 C 3 ^-XMMWtoft. -jl 


(222) #^2 0 0 2-5 4 3 0 9 3 

3!£B$*rafci6K, >&mt-£ti%±Tte, ®5-mmfcfrfrfrt>?\ vmwhW: 

[0 6 6 3] 

mtmmmtmmLx, mmmm^xmmmc d n kmm*Mm?z&M 

(electronic emission) £)WM2tl%o JUSflBHS^ 

f* 2C3) ^iltt't^fffl^tliSo 

[0 6 6 4] 

^^^T^ffl^nt#§o iMh^yoffliicfct, OT*W£ft& :il-u 

, IL-10, I L-2, IL-3, IL-4, IL-5, IL-6, IL-7 
, IL-8, IL-9, I L - 1 Ox IL-1K I L - 1 2 N IL-13. T 
GF-0, GM-CSF, M-CSF, G-CSF, TNFa, TNFjS, LA 
F, TCGF, BCGF, TRF, BAF, BDG, MP, LIF, 0 S M, T 
MF, PDGF, I F N— a x I FN-jS, I F N— y 0 hft'Ol*, ffifii 

%Mmm%Ui/*K'&-?X]9L5-'$ftZ> 0 '^•fn^Dlfy (uteroglobi 
n) ^IfcfffllT, I^WIfcttffi§L#§ (*S#fr!f!5 ( 6 9 6, 0 

[0 6 6 5] 

(g i. tt^mkm 

¥f7£(Dmmmfcl5^T, *f§BJ!<DV EGFR 2jMir[V E G Fiaftlcfcfc): 2 


(223) #a 2002-543093 

-v(z/y s ^f-ZT-f^y, T^hT^v/y, titl^/^^i/y, ^yv-r 

ey77Xfy, £Vlwl/tf > (vinorelublne),!^ 
(VP- 16) , 5-7;^n^^>;P (5FU) , F i/^7^ EV ^> F 
s i/^q*X77$K t^tv^ F FU^-tr-F, ^y/h-fe^V, 7^f- 

/-r-r^y-D, v^hv-ri/yc, i/x^fy (cddp) % y^yy°fv 

> N ny/lx^X^f-y (conbretastatinK &5>£f IC^tl^O) 
[0 6 6 6] 

[0 6 6 7] 

^*#tf 0 £0<fc?&<fc^£M:£ti£fci\ 7F>J7-^» (K*v;H£ 

5 — 7 5mg/m j!)^ih^>Htorai3 5 — 5 0 m g/m' S"PO$BH© 
[0 6 6 8] 


(224) #^2 0 0 2-5 4 3 0 9 3 

§o ZO&oft&fDtLX, 5-7)l*Uiy?i/)l (5-FU) (D&oftMMte 

fc-gt?) lc:fc^TigfflRl&T*&Stf, 3-1 5mg/k g/SOlBHOffl«^W 
[0 6 6 9] 

m^&femmt^^mmmmmu, mcic^x^m^n^o *z.x 

£^ TRemington' s Pharmaceutical Scienc 
esj ^1 5 fig, ^3 3m (fclC 6 2 4H~6 5 2H) ^fr£ft£ 0 

■frMtrnm, m*(Dmmmz^xmwmm%:j[ki£.Lmz>o 

[0 6 7 0] 

[H4] 


(225) #^2 0 0 2-5 4 3 09 3 


9vX 




7 

Mm 

+ <( hast 



-f7t^775 Kdfosfauld 

P. tt. 7-fM7I, Hi. 

H9L fXJ&ftlKjEl 


*J!> IP* 







m. nm. m* 



ami** 

— h a v ft 

*;ua^>(bcnu) 






hvXStreptozotocin)) 

SSM. Bit Mb / H . 1 1 / — » BB M. J_ ,| 



a 

ttiHIS 

if 

f'J V) 

fctt>j>/u*ttaiMt. area, m 


<55->fr ; 5-FU) 
K-^+S'f U y> ; FUdR) 

tL&. isBB. H. Bis. WM, Sal 

hi. iw, gusi££A^s (mm 
«) 

^7t> <*> h->>75K 


7>J>7r 

y h^UV ; 6-NP) 


^*^7-V (6-?^-y7- 
> ;TC) 
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2002-543093 




tf>773.?>(VLB) 

nit 






•f □ h^-> 
y (EpipodoD 
hy I lotoxin) 

xh#->F 

^-?-*->H(Tertiposide) 













▼A RR * W Wft Efc P*J ftM «J <±» Tlii <V PSI 

IB. fct£filfilfi> ¥L5T 
*l*t§L JRu H. #83«U&B 




tf&£«8$ ; »*y 



^U*7-f -VXPIicamycin) 

ft*. 3teK*;Ui"5AJAlfi 



-»c) 

W, SS. &W. SOS. Rl, Bit. 
IMSISJ 


mm 

L -7*^7**— If 

Sti'JWtSKIi&litfPi 




a, ft/u?y<f p* wok. ip*> 

mm 

ft 

J-^y^Xcis-DDP) 

At*. Kit. 8$. ¥ 

ttB*. SSL 4*e?F«li& 



— . r y / r n / 





JN££. $fll1$(essential)lfll/Jvtett» 


# 

t\*7V>. M I H) 




5 h-7>(«,p' -ODD) 



75/#Jlx3 L 5 K 
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>fc <fc 
U 7 V 




* zS- 

> 

*7P>Kt KP*y7ny 
^t-P> 

tfR* KP + S^PyaxP 
ifit*>7'*hP- < n> 

*grtR» ftp 





x* hnV 

y 

vx^ju^g 1 ;^;* ^p-;u 
(«ffl«5l«fcft!>0>!fllim) 



tax*, KP 


9LBI 


7> h'py 

ype*>i8T^h^rP> 

j?r<H5 Alt /r\sn wi Mi \ 



tt7> Kp 




*;U ; E>7 



(G 2 


mm 



[0 6 7 1] 


(228) ^2 0 0 2-5 4 3 0 9 3 

[0 6 7 2] 

V E G F R 2 m&tifaV E G F Wt^fclt 2 C 3 iC&cK 1fim\t, &M<D l O 

i^±^wffM^^i§^t)-ii:T^ffl5nt#So v e g f zmmtzmom 

im^ 1 9 9 2;Presta6, 1 9 9 7 ; S i ous sa 1993 

IKondo^ 1 9 9 3;AsanoB, 1995), Rfi§1tHr:/*Hft§g 
KKendal l^tfThomas, 1 9 9 3 ; A i e 1 1 o 1995 

;Lin5, 1 998 ;Mi 1 1 auerf., 199 6), fni/y^t- -tf-T 
Vhtr^- (S i erne i s t e r 6>, 19 9 8), 7>f-tyXXh7T^- 
, R N A7^7-^oJ:tf V E G F tjltt^ 'J W ASfdiV E G F 
^ (Sal eh^ 1996; Cheng 5>, 1 9 9 6 ; K e 1 9 9 8 ; P 

arryB, 1 9 9 9;Mtt, LT*RJ!lffl»*T*£Jfl£ft3) #W5> 

n^o TV^dT-XMf^WrSVE G FE>&^tt<E>£fc, W098/1 6 5 

[0 6 7 3] 

f#S 0 KffMH? <DRMF«U V E G F fcRB^fcOl^TlHiESftS 1 JXL<Wr£ 

i^jn#5. fi^^ mm&mcttt&fcmz. ^mm^ms, 520, 91 

£ftt#So FGF^«t : mi?5ci:ll»5±I^ FGF^yt^-feSftfffl 

$nf#s 0 fesfluwu ^'J3^y^u*> (mtf, 7)i±i^ymm (a r c 

haran sulfate) ZtlZtDfcm&tiLtLT 

<KD&5%{\:£mt. *H^fF^6, 0 2 8, 0 6 1 *t mwmc 


(229) 2002-543093 

•2>o 

[0 6 7 4] 

wm&ms, 639, 7 5 7^ (mmic, m%tLT*mmm^'£Mftii£ti% 

) (D4-T^y tfo-;l/ [2, 3-d] £ U 5 5>tl£ 0 
*#§^£M&£fc>#T$ffl£ti|#£ 0 V E G D R 2 Wr"/^-^M"^f-D^y 

#&xf*m&ftm5, 792, 771^ mmm^moymwic^f 

[0 6 7 5] 

zLT*&w£.mfr&t>*t'zmi-&tim&o *m#mm5, 972, 9 
22^ (jm#b<hc, &%£Lx*wm^vmm-gnz) icmmznzxv-u^ 

K (mfcf, $rMffM£>4, 9(11) -Xfn^F^C 2 l -gftx-f 
O^F) Gffflte&kfc^Ti&fflSftffSo #S#f^5, 7 12, 29 1 

ms&zfmms, 593, 9 90^ c^><?, #%i:LT*waes*-z?Sffl^ns 

il^^T^ffl$nt#^o ^B#!^5, 7 12, 2 9 l^fc<fctf|H]l!5, 5 

9 3, 9 9 0^cfc^5fk^i, Hn6tyc&42ftt#§ 0 118 LT 

[0 6 7 6] 

[H5] 
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O'Reilly «/fli, 1994 


O'Reilly eial., 1997 

l6KDa7-o?7tv7?;Vv|- 

Feuara e/ a/., 1 991; Clapp el al., 1 993; 
D'Angelo et at., 1995; Lee et al., 1998 

7 l-V V7'4 F 

Kleinmane/a/., 1993; Yamamurae/ ai, 
1993; Iwamoto « a/., 1996; Tryggvason, 

7tt'af7*VAT*P 

Grant ef al, 1998; Sheu e/ a/., 1997 

(TIMP 1,2,3,4) 

Sang, 1998 

7*?«j-yj<T*t*-?- 1***?- 

(PAI-1,-2) 

SoBetaL, 1995 


Frater-Schmder w a/., 1987 

TGF-pi 

RayChadhury and D'Amoie, 1991; Tada 
tff at, 1994 

1 - 7x0 y(lFN-ct, -p, y) 

Moore a/., J yvo; Lingen */ a/., lyv© 

ELR-CXC*T**1 V : 
IL-12;SDF-1;MIG; feiMftSJ- 
4(PF-4);IP.I0 

Moore */ a/. , 1 998; His cox and Jiang, ] 997; 
Coughiine/a£, 1998; Tanakaira/., 1997 

f-oviKTsf^vyycrsP) 

Good ef a/., 1990; Frarier, 1991; Bomstem, 
1992; Tolsraa et al, 1993; Sheibani and 
Frazier, 1995; Volpert et al, 1998 

SPARC 

Hasselaar and Sage, 1992; Lane et aL, 1992; 
Jendraschak and Sage, 1996 


Fotsisrfa/., 1994 

7 e *97r')v({Wtf«rW (Wt^H 

Jackson etal> 1994 


Gagliardi et aL, 1992; Takano et al t 1994; 
Waltenberger et al., 1996; Gagliardi et al, 
1998; Manetti efa/., 1998 


D'Amato et al., 1994; Kenyon et al, 1997 
Wells, 1998 


(231) 
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(40*) £M ) 



Thoipe e/ a/., 1993 Folkman eta!., 1983 
Sakamoto et a!., 1986 


Vukanovicc/a/., 1993; Ziehen al, 1998; 
Naglere/o/., 1998 

V (AGM-1470; TNP-470) 

Sipose/a/., 1994; Yoshida e/ a/., 1998 

/ ^ \ r I*- S 

fta&HaTdi and Pnllinc 1 QQV T inHw *nA 

uoguoiuj cuiu l^UIJUJa, 1 77Jj LvlIlLLCr dHu 

Borden, 1997; Haran er a/., 1 994 

(F?jcmw aft urn coloratum) 

Yoonefa/., 1995 


Oikawa e/ a/., 1989; Lingen et a/., 1996; 
Majewskie/ai 1996 

CM101 

Hellerqvist etal., 1993; Quinn et aL, 1995; 
Wamil et al , 1 997; DeVore et al. , 1 997 


Hori etaL 1996; Wolff etal, 1997 

frfcftf&*8 3- (lif) 

Pepper era/., 1995 


(a n g i o s t a t i n) , xyFXf^y, /U^aPX^y (v 
asculostatin). (c a n s t a t in) Ij^VX 

(ma spin) T&3 0 £ 5 ^B^ft^g^f^ffi^ 

(angiopoiestin) GSfa&fyC, 7y4^4W if-y- 2 ) T*&*) 
[0 6 7 7] 

C M 1 0 1 ^cfctftaf* L M 6 0 9 tf^gftSo C M 1 0 Hi, IB® 
^T+#M#&tttt£ftT^S 0 CM1 0 Hi, m£©S£{fc£#J&-f SJ3H# 


(232) 2002-543093 
^JTfeSo CM1 0 Hi, 3Sffi x M^iJ^tT^M^T-feD^ LTCtl 

[0 6 7 8] 

hnyt^fyi/> (thrombospondin) (TSP-1) fc<fctf 

i^nmh^ (pf4) fesfc. *$mt&t>'&T®mi£tmzo cn^i^ 

^t&4 5 0 k D a©7;l/f h7^yl^ V;^lT'feS 0 TSP-ltt, HS 

pg n y4 7u*i7?y s y^-y, l5&xfm%<Dm<D37—<yy%<5ts. » 

^TitMWffM^M-r^o t s p - 1 (is/t, &wfcm-$tirzft&m$&<Dm& 
mmm$s&xfmm : f&f8.*m\Lm&o mmmmfc?? 53a, t s p- 1 <om 

s p- i^mcistf&®m%m\ ts&xfmmt>mi&?zmM%j&i$.*ttm3'& 

[0 6 7 9] 
[0 6 8 0] 


(233) 0 0 2-5 4 3 0 9 3 

m^CDsk^Mlt I F N a T*MJi<fc < &Lg£ft!#3o 
[0 6 8 1] 

^^p^n-r^f--- tfOM-r>Hl£^- (TIMP) ^JC^fi-rS" 5 ? 
h U -y ^X^^a7nf7~ t? (MM P) (TKyhtf ^-077 ^ V-X&L 

nm&o mmp&, irMWM^D-fextfe^Tfis^fij^mfc-ro 

[0 6 8 2] 

*fPJ!M£#T{£ffl£n!#5 0 CftZVyumtLTte, AGM- 1 4 7 0/T 
NP-4 7 0, H^-r Fx fc^tf^l/tf^T^ F h VTV-?l (C A I ) 
AW^nSo 77^U>^ 1 9 9 o^cDrMWffMo^^^ynif^-T 

, AGM- 1 4 7 OfecfctfTNP-4 7 OA^^fg^nTt/co cn^TOIft 
[0 6 8 3] 

SCfctfMtBSft, ^bT^±$tifc 0 1 9 9 4^ -9-y F^-r F&frMWfl? 
[0 6 8 4] 

c a i immmmo)i&ft?m<D£f&-(yt una, 


(234) #^2 0 0 2-5 4 3 0 9 3 

m^-itm^mmi^ ^ itiit c j; ^ tip n§ 0 cm 

[0 6 8 5] 

% y 'o >y * -T & (1 1 IC <fc o T V «J7 X £ t ^ T ffl^® * PM-T S £ *^ * tlfc 

cttfTr^nT&i?, zLTzniizrc, ma^Mmmi (an g i 0 s t a 
tic) «^-3i/^T©oj^tt^^§r^-es^o ^N^uy-^^y-Miii^ 

o 

[0 6 8 6] 

$?»t^OiTMWffM^yte^- (#l{|«14S^ (Ant i - I n v a s 
i v e Factor), WV'T >W83&WW U ORStfWFfi! 5 , 

716, 9 8 1^ ; #%^bT*^H«^t^ffl$n§) ; AGM- 1 4 7 0 ( 
Ingber^ 1990; LT*lM»4HcMffl£n&) ; 

tB^ (^a#i^5, 6 18, 9Z5^\m^tLx^mmm^icmm^M) 

m^5, 5 9 3, 6 6 4^ ; ##£LT*B^H«4Uc^ffl£tl3) Mfr^ri/y 
(o x i n d o 1 e) Wmfo (*II#fF^5, 5 7 6, 3 3 0^ ; 

LTJ£mmm^\mmi£nz>) ) ;xxh^*--;i/i§#f* (^h#i^5, 5 

0fcffl#fF£5, 5 9 9, 8 1 3^; LT*HJ§M^C}lffl 


(235) #g2 0 0 2-5 4 3 0 9 3 

[0 6 8 7] 

ffimmzf&*mmt%rc!6te&m-$ftmz>o xmrn^ms, 7 6 6, 5 9 i§ c 

[0 6 8 8] 

a v jS3-ryf-^U>^-r^ir[{*LM6 0 9fef fc, il^jI^#1"^o f 
Vf^Jya, (3 3 7y$d-Xh LM6 0 9) it, frM^flMttl^S 

LM6 0 9lfd»a, ji,7y^d-Xhlttt^ a, ^tUMP-2 (MM 
%o ^B#I^5, 7 5 3, 2 3 O^i, |lTMmffM^Pfi^-r^/ci6^*^h 
[0 6 8 9] 

&&z$7y$*x$?ybmimm^m&t%£ttfm£?&z>o lm6 o 9 

t^±^M(Dsk^KBW^^^^^MM^kM^\^Mc M#5 ti^o 
[0 6 9 0] 

imftm&zrc mz.&. t i e 2Si${t£>i»ru#s^i§ttT i e zw?* 
-din^ 1998) ^ffltr, ^nmtm^^xim^nm^o m. 


(236) 2002-543093 

1 9 9 8) o 

[0 6 9 1] 

(G3. rxh-i/xmrnm?) 

VE G F R 2MKVEG F jnttSfcli 2 C 3^-X©?j&^Ji±Sfc. 7#h 
[0 6 9 2] 

^^<*i:LT±lS^nS7^h—>X^H?©ffiJc, 7#h— >X, t 

(OmmK^^m^m^mmB^t LTfci\ b c r - a b U be 1-2 (be 
1 — 1 x ^^'J^Dl ; G e n B a n kg@#*fM 1 4 7 4 5, XO 

6 4 8 7 ;«fF^5, 6 5 0, 4 9 1 *f I fc«fctf |S|^5, 5 3 9, 0 9 4f 
;&*ttx ##i:LT*^*ifitc^ffl$nS) MBc 1-xK Mc 1- 
lx Bak, AU A 2 O^-a-077^ U-cD^y^-^^^tl^^Ctl^^ 

n^^nai/\ b c i -zwmmmt, Tmmy^mi^^rmmim^ 

tltco be l-2fcj\ Bax (7# h-^XMSS*©* y/^H) £SS£U * 
LTB a x£^^{t^5Ci:k:<fcoT&»£?fcLT«^rSo be l-2« 
t&OIMtt* BaxO^iSTOSStf, *LT7#h-^X&&£5IfTS-£3o 
[0 6 9 3] 

■rs) 7^h-^x©^^pjTM$n§^ffitc4o^Tx 

(*a#i^5, 650, 491^; mm 5, 539, 094^0* 

P^5, 5 8 3, 0 3 4f ; Mtt, LT^i'ftgffl^nS) 0 

[0 6 9 4] 

(G4. ^A7h^»l3j;t;37^U^K) 


(237) 2002-543093 

[0 6 9 5] 

£#*&M£#SIEMI& (flUtf. Wft. jffliL fflfc ttfflk ?LM 

mm r^m&mftmi «\ ^yM^&^n&iti^ 

[0 6 9 6] 

&£fcimm%m<Dj&ttKttLxmiPit<tmzo commit? &m\i±s -mc 

[0 6 9 7] 


(238) #g 2002-543093 

, 2 4 2, 8 1 3^\m%tLT*mMWWmm2tl%> ; ATCC HB 1 
0573) IKS 1/4 (*SI#fF?£ 4 , 9 7 5, 3 6 9§; LT*^Sffl 
^iC^Jf^ft* ;^£-NRRL B- 1 8 3 5 6 43<fctf/$ felZN R R L 
B-l 8 3 5 7m»Bi?>n§) ; 260 F9 (ATCC HB 8 
4 8 8) ;£>J;tfD6 12 OKS^fFlg 5 , 1 8 3, 7 5 6^ ; LT*BJf 
^■tHcjlJlSftS ; ATCC HB 9 7 9 6) £«koT^£ftStnJI£'t 

[0 6 9 8] 

>, P-bU^fX VCAM-K ICAM-K PSMA (LiuB, 19 
9 7), TIE, LAM-ncaSttOUffVK, VEGF/VPFl/-t^- 
, FGF a, jSs^y-r^ 1 ; X 7 U-T 4" h P h° y (pleiotr 

opin), |3J;0'I> F^TU > (endos i a 1 i n) A^tf^nSo IS 
^SftSSgtfJ&Jifttyi, m^li, VEGF, FGF, TGF/3, HGF, PF4 
, PDGF, TIMP, T I E £*§^r5 y#>h\ 43cfc^®M3S7^^o^ 

ftf#5;ELAM-K VCAM-1, ICAM-K L AM- nc£jSt£©U 
^>H\ iyH7'JX ?^KMHC^7XI I (0J*t£, IL-K TNF- 
au IFN-y, I L - 4 *3«kt5/t fcfc* T N F - /S £ iot, 1M h io^f >M 
#14) ; *P>mcE— trl^f-y, P-- bt^f-y, P D G Fte<££H CAM— 
1 (0J*.fcf* ho^ex ^IX/IXaS?, ^X/XaBflsitf/l/ctt 


(239) ^2 002-5 4 3 09 3 

[0 6 9 9] 

*W»iS*lC^f*WlcSffl*nS : #@tfJig3!0 8/4 8 2, 3 6 9^(199 
8¥l 0^20 ate ^^5fA^) ^B#l^5, 8 5 5, 8 6 6f, Ir]^5, 
9 6 5, 1 3 2f, PH6, 0 5 1, 2 3 0^, ^6, 0 0 4, 5 5 5^ ffl 
H5, 8 7 7, 2 8 9*1, |rI£6, 0 0 4, 5 5 ffl%5, 7 7 6, 4 2 7 
1rI^5, 863, 5 3 8§, mWi5, 660, 8 2 7 ^fei^IWI^ 5 , 0 3 
6, 9 5 5§„ 

[0 7 0 0] 

7 7 f ^l/-t? 'J > feJ; t;*X 7 7 f ^;Vx^ / -;l/7 5 > Gfi^, IB 
[0 7 0 1] 

m^imwwicmmztiz ■ iwmm6 o/o 92, 6 7 2§ (199 8^ m 

1 3 BtHIS) 43d;tf|^6 0/0 9 2,5 8 9-5§ (1 9 9 8^-78 1 3 Btt» 
o ttM#^6 0/0 9 2, 5 8 9^tt?e>^ % mMfa^MtZntyVtSklfMlk 

k s r^/vymmm^^y^mm^w &m$, r^^yym^m <om 


(240) 


002-543093 


[0 7 0 2] 

> RIB ST^§o 
[0 7 0 3] 

^tttfuc^fflsns : *@#i^5, 8 7 7, 2 8 9^^mc^m^mmm 

0 8/4 8 2, 3 6 9^ (*l»fFlg5, , ^ ; M^3£&?g) ; 

^0£?O 8/4 8 5, 4 8 2^ ; [rI^O 8/4 8 7, 4 2 7 *f 0K@#fF^ 6 , 0 
0 4, 5 5 5§) ; |sj$0 8/4 7 9, 7 3 3^ 0mmmi5, 8 7 7, 2 8 
9^) I PfgO 8/4 7 2, 6 3 l#*5«kCf|p|^0 8/4 7 9, 7 2 7tfe«fctf 
^0 8/4 8 1, 9 0 4§ («I^6, 0 3 6, 9 5 5§) 0 
[0 7 0 4] 

If! 2 Offijffii&lg&lfciu VEGFR2-7P y + InVEGF faWZrclt 

S<D*MI#I4»J £ & £ £ ttftfcf ffi*fflJJSte^8iJ£ft®i wr^ss^ $ ft?# S 
®V?V3i/MtAm (dgA) Sfctt^^t^P-y (gelonin) 

mmW^(DTc^(D^Z(D^^W (immunoconjugate) 
[0 7 0 5] 

T) , il^^rcli^WtCJgH^M-rSfticOH? (VEGFR2-7Q7 


(241) ^2 0 0 2-5 4 3 0 9 3 

JaV E G Fffitttfcli 2 C 3^-X®37^'J 1SV F 

d&tefflOfc&K^USgSS^fciu ffl^H? (TF) *5<fctfTF^itt (0J 

5§3t^T F ( t T F) N -Sftfc^O^ftftT F, &£tflc^V I I 
S14{fcBEtffclSLfcg?MTF) T*&S 0 
[0 7 0 6] 

nmrniz. \mm&rc*)%}\\a\<DMm-?i v^ss^L-cs^-rs^ #jo. 

1 mg/k g ^2mg/k g fcOf^ fb«KUIilO. 8mg/kgh 
$11. 2mg/kgtOH?fe5o fl§«fc££:fetta^< e>fr<D%$t}i)\ MWZ 

[0 7 0 7] 

(G5. ADEPTfej:tfyoK77^M) 
*fgTOV E G F R 2 7Dy*V^ ^tlV E G F«f:tt2C 
tfLttfi, K7-y^^I^WTf ffl^ni, CdT'VE G F R 27n-y* 
>^|J, mVEGFKf*t/c«2C3^-XOmmi, 7°o F 

^OF7 7^mi) fcftlPJ&MtflffiSftSo COSffili, net tad 
E PTJ fcffcSft, ^bT^J^.^ WO 9 5/1 3 0 9 5 ; WO 9 7/2 6 9 1 
8, W0 9 7/2 4 1 4 3fcJ:t;«^4, 9 7 5, 2 7 8^^5 

,5 6 8, 5 6 8^ (cn?.^ ^r^Mitm^mmm^icm^tLrm^n 

[0 7 0 8] 

<IBO^£i±$£LT (ffltt^l^I^m^t?) #Jft«£*tr&M^Lfclffl 


(242) 0 0 2-5 4 3 0 9 3 

[0 7 0 9] 

M^ftMb^LT^ffl-r^»i^^^, ^#©$6Hl^T*feSo Will 
man?. (1 9 8 6) t e 1 1 a 5 ( 1 9 8 5) H\ ®^07*n F^y 

: *X7i-h^n F77^ (*W^4, 9 7 5, 2 7 8*fK 

^-X©^nF7 7^(«I^5, 660, 82 9^;|S)!f5 5, 587, 1 
6 1 -5§ ; |WJ?fc" 5 , 4 0 5, 990 5§ ; WO 97/071 18). D -7 ^ V ISfe 
I^nF77^ ^U3i/;W^oF7>^ (*S#^fl5, 5 6 1, l l 9# 
;|W1^5, 646, 29 8^;|W1^4, 904, 7 6 8§, ^5, 041, 4 

2 4^) , (?7^^A^nF7 7^ ^gMS^TBiasn^xV^T 
th75K^PK7«^ (*i^4, 9 7 5, 2 7 8*§K &g£Jgi; 
Tg$>£ftfr7x-;V7-feF7^ H^7"o K^-y ?:fe<fctf 5 -7/M- 

P^h^y (^S#I^4, 9 7 5, 2 7 8^) fecfctf 5 -7;V*n7 U ^>7° 

[0 7 10] 

tctitli, 37^7>F (7°n K^y ^fc LT©{£ffl£&g L< <T> 


(243) %m 2002-543093 

[0 7 1 1 ] 

$>t(D-?u Y"7vy\zm?2>m*<D?k&$>t. tcs WO 9 5/0 3 8 3 8 0; 
EP 7 5 1, 1 4 4 (7VhW^U» :W0 9 7/0 7 0 9 7 
P7°ntf;l/^y F-;b) ; £>J;0WO 9 6/2 0 1 6 9 fcHP^SftSJ; 5 

^nF77^1 3KS#fFlfl5, 6 2 1, 0 0 2^(«W#i:LT# 

tTrfT^n^^P F^>y^^tSfc^ WO 9 6/0 3 1 5 1 CfcWItm* 

[0 7 12] 

ADEPT KlStfZmmorclbK, %<D7u K77 ^cfc t> Stt^^iirS 
mt^fcimm? 3HW\ V E G F R 2 »JtlV E G F jnttUfcfci: 2 C 3 &C|t 
•C)<mmcf^pIt^C^$tl?>o t£oT, CCDVEGFR2MiriVEGFjrL 

[0 7 13] 

V E G F R 2mmffiV E G F|n;{*£fcte 2 C 3i»iS^Ltyn h*7 7^ 
ffl<0/ctf>£>7;l/# U *X7 7 *~tf (*B#fF3! 4, 975, 278^) 
t? 0fca#fFg!5, 2 7 0, 1 9 6^) ;^7 0 f-F^S^<7°PF^>y^^ 

fF^5, 6 6 0, 8 2 9^-;|r|^5, 5 8 7, 1 6 1^;|r1^5, 4 0 5, 9 9 
0*f) *3«fctf*-r7°^> (^xT^yBfecfctfL^fr) ) ; D-757iHiffP 
7°o K77^fca^Wftiffl©ftl6(0D-77-;l/*/WM^^-«lf 
; ^U3i>;Wb7°n F^«y^^$l^Mfd^ffl©fc^Oj^7j<{bMllT^ (fl 


(244) #^2 0 0 2-5 4 3 0 9 3 

3. If. j3-#5 tf&<fctjV^^-£-- tf) (*S#fF^5. 56 1 
, 11 9^; ^5, 6 4 6, 2 9 8^) ; 0 — h^fu K^*y ^fcffl 

fr&t>*kTcffi%<r>tzib<o & 2 tf ; 75yiitT7xy+'>r-fe h7 

, 9 7 5, 2 7 8*1) t/-ctt^->"jyG75^- tf) ; 5 -7;M"P 
^b^y^S^<-/n F^y^ 0KB#I^4, 9 7 5, 2 7 8*1) fcffia^fr 
#fc^fflOfc&<^>F^yx7^--tf (*H#fF!g5, 3 3 8, 6 7 8*f ; |WJ 
H5, 5 4 5, 5 4 8*1) b\ Cft£Kl|S££tlf\ Cft£>£>#fF 

[0 7 14] 

ynK^^^^tt^tl^t^-r^/cfetCfgffl^tltf^o lot, VEGF 
R 2 jH$rJr[V E G FirLftgfcfcfc 2 C 3li^r[f*tS-^< 77°-»fV Afi, *^©SU 
(DmM%Bj$.t%o 7WA^t^gi^^f/c, Masseyf, ( 
1 9 8 7) (o^77-*fVAOi(^^iS-r^g^T\ *BBfflS4HC#%£ LT 

*fmLmz>fm$ifot>\ ep 745, 673 (^m^^^^lt^^ 

[0 7 15] 

(h. wm&is&zfm&it) 


(245) ^B. 2002-543093 

[0 7 16] 

(H 1 . h) 

^^ttjatcglf So #fBE<D V E G F R 2 -IIKV E G Ftftf* (0J*tf> 2 

C3) t>\ -{y\£$ (TIS) kt, #H$nfcffi^-9-y7°;K 7 7* 

tcfev^r, eLT/Sfc^^^^-rx^nfcii^yy^^fe^T, vegf 

[0 7 17] 

m%<Dm^%mk&m<DlLm$, n^XM (.m*.&. Nakaraura^ 

(1 9 8 7, *wmw*te&%tLTmmt<tiz) ) £§2«g£nTvs«> 

vEGF^t?^Mt?ns+)-y7 o ;i/^#sx©. ft^tn-o 

+)->7°;l/^V E G F R 2 -IIKV E G Ffcttt (0U*fcf. 2 C 3) fc, ^IS^ 
[0 7 18] 

<Dft&m&fo<Dfcft&rcitfem*>x&£t%o zzt\ vegf *&tstmt>ti 

[0 7 19] 

^m^n^^m^yfMt. vegf ^tstmt>Mim(o^yy}Vx 


(246) #^2002-543093 

[0 7 2 0] 

^Litt, -mat, z<Dvy7Mcfcmm%!!}%mmi)uL, ^lt#^-t 

^ftizm^mm%(Dm^*jy*^-h?%zti:&z>o cob^©^ 
^my-f)\y-w^mm &m$, m®m. el i sa^-f, y^y? 

[0 7 2 1] 

fct fg3, 817, 837^;|rI^3, 850, 7 5 2^1 3, 939, 3 
50#;3, 9 9 6, 3 4 5^§ ; Pgf 4, 2 7 7, 4 3 7 *t ; Pig 4 , 2 7 5, 
1 4 9*f:fc<J:tf|l|SM, 3 6 6, 2 4 1§ *WmW*X*&%£ LTM 

[0 7 2 2] 
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[0 7 2 3] 

%m2(D%&^Vfiy F^J;oT^ttl$n^o u«^C*3^T, Z(Dm2<Dffi£i 
[0 7 2 4] 

f&Kl?&lz1rtt%#ffl. itt^ti-P>nSo C0^30'J^ K£fctt#L{*y\ 
[0 7 2 5] 

M^M^ii£W«ii#«J^$T£ fdi*-* »; y^&t^T, V E G F 

tmhfcv e g f (Dis^)MDmm\ BMBjmmfcmt%mm(D^mx&z>o 

[0 7 2 6] 


(248) 2002-543093 

[0 7 2 7] 

(H2. mimt) 

V E G F R 2»9nV E G F jnttSfcli 2 C 3 fcg^tfittfc^ ^tlg^MSl 
[0 7 2 8] 

V E G F R 2«*tlV E G F5ii*^/*c« 2 C 3 £@^< MtffcffiWi* 
^tBoJ^I^{ti!lor^^#«Lfc^fe b < telSl^bfcV E G F R 231§r 

[0 7 2 9] 

<mt>\ m&ttmias^T&mv&z wms, ^mm^5, 021, 236 

^*5«fctflRl854, 4 7 2, 5 0 9^M^©iii: 0 i3a73i:t#JM^tc##^ 
, 4 7 2, 5 0 9#) o ^7 *P-^;Wntt&3:fc, ^l/^/l/7;l/fH h'Sfcli 


(249) #^2 0 0 2-5 4 3 0 9 3 

[0 7 3 0] 

OTtfW^ns : ^nA (III), "^ytfy ( I I ) , ft ( I I I ) , 
i(II), (ID, -«y^r;U (I I) , liij (I I) , **^A (I 

1 I) x "t^U^A (III), ^vr;H££A (III), #FU-£A (I 
II), /V^v^A (II), f-^li^A (III), v^n^A (III 
) , *;I/5^A (III), feckto^id^A (III) (^FU-^A*^Jc 

[0 7 3 1] 

^cpg^n&t^ : (i i i) , # (i 1 1) , m (i i) fe<fct;^ 

(I I I) o ^tl^e:^, n-^x Is&Xfl'S 
[0 7 3 2] 

14 51 36 57 58 67 152 

67 3 123 1 25 131 111 51) 3 

u^a , 7j<^, Bom , , , ^yv^u , 

2 186 188 75 35 99ra 

90 125 

99m 111 

o 

[0 7 3 3] 

*mmc&tf%mf$(Drc&(DmM'\imm2tircVE g f r 2«*tlv.e g 

m&mmikm^*y%tRm^-£>?%rMc s ufummztiz* 
Mft&mmt. ^^uyhvr^y^y^mm (dtpa) fc^ttx^uy^ 


(250) <$m2 0 0 2-5 4 3 0 9 3 

7^yf b7SK (EDTA) TfeSo 
[0 7 3 4] 

^r/^p-^-;l/mf*^t/i, 3^fb^hU^A£fcte3^b#U ^A, 43<fctf 

£ 9 &iHf^iHb8iJ £ fflt&ft %>ztlc&<) 3 ^f|{b£ftt#3o *^Jc«fcS$i^tt 

(pertechnate) ^oItcL. S e p h a d e x # ^i*±T^©jl7i:£ 

99m 

, iSf-^f-^AIk SNC l2<D<k5£il7cSiJ. ^ h U ^A-* U ^7 U 
[0 7 3 5] 

&tM^fc1gfSSSftfc V E G F R 2«tfiV E G FKf*f:/c& 2 C 3 tcS^X 
*a{*0±ieo§^i/>-fn^ *^0®fifbC»^fflSfc^li^^^/cjii{ifb43 

[0 7 3 6] 

lTifeS7-j!j-lCie^nftV E G F R 2»tJ/iV E G F£if*i;fcfc* 2 C 3 £ 

[0 7 3 7] 
(H3. 


(251) 43*2 0 0 2-5 4 3 0 9 3 

v h*m0ttZ o I^T, V E G F R2IItKV E G F|f[ft (flRfcf, 2 C 3) 
[0 7 3 8] 

o 

[0 7 3 9] 
[0 7 4 0] 

^©iHf >yHi, j?IL<tt, V E G F R 2 jIHt^ V E G F Jtl#: (Mfcfcf 
, 2C3) (^>e^i<T^dJ^Wml^1-T^^bTl^) *%ts 0 LfrL 

[0 7 4 1] 

^fno+yht, £5>^ VEGF^ji^JtTUn-h^^n/cm^ctlOJ; 


(252) #^2 00 2-5 4 3 09 3 

[0 7 4 2] 

777n, m. yvyy\ &rcim<D®%&£®*'3^ m*%rcim 

»TtcfettS^fflO/'c46©fte0^8lfMlSl^^#So $?£L<fcJ\ VEGFlS^C 
[0 7 4 3] 

[0 7 4 4] 

< «&<K<D*g|ltfflc$S£ LTA^£n?#SE fc£^§&t^#-P&So 
[0 7 4 5] 

(H»J I ) 

(KV E G FJtl#:2 C 3 0^fe«fct?^W©^) 

(a. ^4o«fcr;7jS) 

(l. ft&H) 

thVEGF (huVEGF; I2?iJ#-5§ 1 0) <DN«2 /WtlCttl&t 


(253) ^2 00 2-5 4 309 3 

S^f-Kfc.fctf^I/ty hVEGF (gpVEGF ; »J#^§ 1 1) ©N*4g 
2 sy^/KlC^JtS-TS^^K^ Biopolymers Facilit 
y of the Howard Hughes Medical Insti 
tute, UT Southwestern Medical Center, 
Da 1 1 a s ftfco CCK^KHu OTOl2?'J (Nfr£C\) 

[0 7 4 6] 

APMAEGGGQNHHEVVKFMDVYQRSYC; ^.^^|o;^V 
APMAEGEQKPREWKFMDVYKRSYC; fyVl'Wi M 

[0 7 4 7] 
[0 7 4 8] 

- 1 -%>\/#*i/U—h (SMC C) U yti- (Pierce, Rockfol 
d, ID WIT, C*^CD^Xx^>£/rLT^n?WU y^S^L 
/to 1M o 7u -7 V y \x- m& L L - >fr £ ft S n y h n -Mg-g-f* fe 

[0 7 4 9] 

h VE G F tSfc, ftSJ^LT^fflLfc (S. Ramakrish 
nan t#±. University of Minnesota, Minnea 
p o 1 is, MN*^fft) o 
[0 7 5 0] 
(2. m-T^i; 

trig p VE G FK<*1^W7'J F-^jt^fc&k:, C57/B1-67 
^XlC, T i t e r Ma x7^a/^h (CytRX Co. , Norcros 


(254) 


00 2-543093 


s, G A) ^Og p V E G F-^fK-^n^nyiJ y|£^fML/c 0 
irCt: h V E G ¥ iriW(DM^E(DfclsblC^ BALB/cVWt, TiterMax 
*(Dh u V E G F -^7> F-^D^n^'J VlSl^Sfc&^TL t h V E G 
F®^mfrT*ft£Lfco II!7-XFB$«^ Morrow^ (1 

990 \^mmm^^tLrmm^n^>) tc&vmffiznz&sfc.-- ^id 

-TP 3X63AG8. 653 (American Type Culture 
Collection, Rockville, MD) MSfcBfrn U ^LTtg 

[0 7 5 1] 
(3. ftttfitSD 

IgGR|*(2C3, 12D7, 3E7) ^ iir^- 1 ) Afct«M3«fctf7* 


B i n d i n g/E 1 u t i o nlll (Pierce) %«ILT, ffl$Jg- 
[0 7 5 2] 

I gMirtf* (G V3 9M N 1 1B5, 7G3) ^ 5 0 %g&5ft]fiS&7:/^£ 
Afcfclg, PBS (pH7. 4) ^(D^Uv hCDnMmtS&tfdHzOlZtttZ 

OtOSft^PBScfitilfifflU fLTSepharose S3 00*7A ( 
Pharmac i a) KfcttSIMXJftBfc^nT h?77 J-K^TftmLfc 
o fOIgMiM, SDS-PAGEK^D^JSLfcii^ 85~9O%0M 

[0 7 5 3] 

(4. uy Yu-Jim*) 

Ab 4. 6. 1 (Genentech, Inc. iCT^XM^hVEGF) 
\ Ab-3 (OncogeneScience, Inc. MOT^Xj/i^ h V E 
GF) , A — 20 (Santa Cruz Biotechnology, In 
c. , Santa Cruz, C At^y+r^t hVEGF) , OX7 (Dr 



-L<fcot, Pierce I mmu n o P u r e 


(255) #g 2002-543093 

. A. F. Williams, MRC Cellular I mmu n o 1 o g 
y Unit, Oxford, U Kfr £>CDV>>XJn^y FT hy 1 . 1) , MT 
S A (Dr. E. S. Vitetta, UT-Southwestern, Da 
lias, TXSOlll^WT^Xflll gMK 1 A 8 (T^XtfC 
V)XF 1 k - 1 ; P h i 1 i p E. Thorp e&&Xf&mW3 ! L%) . ME 
CA 3 2 (Dr. E. Butcher, Stanford Universi 
ty, Stanford, C A fr6>©7 y F trH? ^ X l*|j£) tS&XfT E C 11 
(, ^XtitUVF^V (endogl in) ;#B#fr^5, 6 6 0, 
8 2 7^) o 

[0 7 5 4] 

(5. *y--> 40 

^OX^U-^>^/ci6^, 9 6 *>x;l/E L I S A7°U— F (F a 1 c o 
n, Franklin Lakes, N J ) 5\ 250ngOVEG F^7°f-F 
^fcttV EGF-Cy s -^n^D^U Vig^ffcDl/vf tifr-en- F U 
T5%*-tf-rv^ijP7K^tl (S i gma, St. Louis, MO) t'7ny 
^L/co KgpVEGF;^7'J K-vfcitfgTOjfifc FVE G Fa^7'J F 
-VE&^(7)±?f — tt^ScW (dual indirect) ELIS A&ffi 
tU^T, C©M-e3-M / fc^U-h±TX^'J--^lfc (Crowt 
her, 1 9 9 5) o 
[0 7 5 5] 

VE G F^^^-^^U^WVyt(Dm9tm^^^tt)\ Cys- 

^o^p7u^^©sj£tt^<^^\ f— 

[0 7 5 6] 

(e. fiimmitm 

^Jl^v hMfcl OftfMMffimmMM (D r . Ronald Neuman, 
NIH, Bethesda, MD^Of/c) f^MZ^jl/^y F (NCI, B 
ethesda, MD) $*T*Mffi£#rc 0 FlfiHN C I -H 3 5 8?MMHBJ» 


(256) ^200 2-5 4 309 3 

■ffi(NSCLCKNCI-H460 NSCLC (MJ5£.t>, Dr. A d i 
Gazdar, UT Southwestern, Dallas, T Xd: D %tc 
), HT2 9ISKI (American Type Culture Col 
lection), fc<fctfL 5 4 0 C Y*v^yU »*JB (V. DiehlM 
, Cologne, Germa n yfrZWftz) £\ C B 1 7 SCI DT^X ( 
Charles River, Wi lmington, MA) $*\Cgffl&ffiLFr £ 

[0 7 5 7] 

mm*. ; mmm^-emmm^L, fu-7o°c«i/cc mm^<om 

1mW^<Dm£y-yffr%, National Cancer Institut 
e Cooperative Human Tissue Network (S 
outhern Division, Birmingham, AL) fr>£>t#/c 0 
{ AMfMit^, Burrows^ (1995) tClEicOJ: 9 Kfi^fco 
[0 7 5 8] 
(7. ELI SAM) 

VEGFT^t/cil^El3*OM^7"U F-T±?f*. OT©3 00S*S*i 
J^^Iffl-r^^MWI 3 ^ (differential indirect) EL 
I SA»ia^TX^ 1 J--y^Lfc : thVEGFm VEGF : F 1 k 
- 1/S EAPi^ft, fe.ktfF 1 k- 1/S EAPm t hVE G F^fitC 
Ol^T\ HSOEL I SA^U-h^ 1 OOng©VEGFTO-hUo 
[0 7 5 9] 

F 1 k- 1/S E APJ£3fi£Ol/Vt\ ffi^E L I S A7°U-r-£\ 5 0 0 n g 
OF 1 k-l/SEAP (Vj7XVE G F L/-t7°^-^pJ^ttff^ (F 1 k-1 
/SEAP *ftl<&t2>M&l±. Dr. Ihor Lemischka, Prin 
ceton University, Princeton, NJ A N 5>t#fc) ) T 
C©F 1 k - 1/S E AP#>M*a&, Tessler^ (19 
9 4) Ji_IE«g© < k-5tjl^«tt;«i!iLfc:o F 1 k-lCWF 

^> (s F 1 k-1) Spodoptera frugiperda (S 
f 9) tU^Tlil, ^LT, ^Stu-i-frtflF 1 k- lirCf* (1 A 8) £ 


(257) #^2002-543093 

&m&%mm'mm\z.^TmwkLrz 0 s f i k-i^if^f-xt 

[0 7 6 0] 

VEGF : F 1 k- 1 /S E A Pi^T3- h Lfc7°U- hZmMtZfclb 
^ F 1 k - 1 XfcU flT2, 5 : lOsF 1 k-1 : VE 

G FO^WtT** (1 OmM HE PES, 150 mM NaCK 

2 0/ig/ml t yi'lhmT)l'7^>lo&Zf0. 1/ig/ml cfif 
, 4tT*-Bf6x V E G F CcDVE 
G F : s F 1 k- Ht£#£, 9 6 ^x;l/?^n£-f£-7U- h©7lf^> 

[0 7 6 1] 

#l^T% V E G F«U tiWXt s F 1 k - 1 fecfcO-'V E G F : s F 1 k- 
[0 7 6 2] 

suss el i s A&zrmfthrco m&el i sa»t, -?^p£^*- 

•/U-h3\ 1 0 0 n gO^^SftfctattT', 4 1CT-lft3- h Lfc Q £x;l/ 
GFIfdiVEGF : s F 1 k - 1 -\£*=?-y tpjcj y*a.^- b Lfz 0 1 : 

2 0 0 0^r|RL/i, ^;^+^^--trHc^f*fk^ti/cXhu-/h7if> ? y (K 

irkegaard & Perry Laboratories, Inc.) 
[0 7 6 3] 

m^E L I S AQ}9i%, WaM^ommWt (EZ-Link Activat 
ed Peroxidase, Pierce) fcftiT. IKfoZ^fr**^?- 
V'VMfflfcW&ir&Z.tK&'DTfT^rco 12D7, 3E7, 2C3fe«ktf7G 

3 tvMsmmcimLrcVimte. e l i s k-^u-b±(07^>ic^rm 


(258) #^2 0 0 2-5 4 3 0 9 3 

J££tl3VE G F-l£:*f-y-e&ofco #10. 5~2. O/tg/mlOW^ 

^?-vmmLrmm.tfii**s mmmmn, mm^ i g g, zrciz 1 o~ 1 o 

[0 7 6 4] 

3, 3' 5, 5' -fh7^/K^'y (TMB 
) SH ( K i rkegaardfci;[fPerry Laborator i es, 
I n c) ©»^£oTW{ffib/c 0 1 5ft&\Z 1 M H 3 POiT^lkL 

, f LT4 5 0 nM^MWti^ofco £<D7>y-tr^£\ ^JBLfcfcitt 
fcd:0^^Lf*O#ffl^^^O^T, 2 0, 3«ifofCo 20 

Ja{*^ 5t/^!S£-£ 8 0%iD^< £M7n >y ^? (cross-block 

[0 7 6 5] 

GV3 1B5H ^;l/tf*^--tfgtiB&* *g£i£1$££#L& 

i)^fcij\ ^f-yft^i^'e&ofco GV3 9Mfej;(fi i b 5^tr^f-y{b 

U ^LTJtlF 1 k-imf* (1 A 8) &C£oT«£nfcft\ Sfc&EL I S 
A7°lx-h±^g^^3-h L/c, VEGF : s F 1 k— 1 iCftLZMMfcLfc 

o 

[0 7 6 6] 

(8. to^V7P7 h5M) 

5 %s&f? vi/sfomvmE'rvmwimz. vegf^ mTt^y^mmji 

iffTOl 2% SDS-PAGEta^TMU - r-n-fe/l/n-yUCf^L 
Tco C£D-hn-tr;l/P-XM^r, Sea-Block PP8 2-4 1 (E a s 
t Coast Biologies, Berwick, ME) £r^ffi LT7*n 
-y^U f LT^-7P7^- (mini— blotter) l^fi (I mmu n 
etics, Cambridge, MA) ^{ffflLT, — ^i<**7 0 n-7*Lfc 
o mW%^)l**i/#-Vm&Mt-mrifo£M>*^-i/3>^ ECL 

[0 7 6 7] 


(259) 1#g2 0 0 2-5 4 3 0 9 3 

(b. mm 

(i. 2C3«, mG<Dx.\zh-7wm&zm?r%) 

milt, g&£ffiVEGFta#©*7X/1*7*7X, ztizwmmtzvE 
GF±©xVfh-^;l/-y, fc£0VEGF3;fc&VEGF : U-fe7"£- (V 
EGF : F 1 k-1) ^tt^Ofiftftjg^co^Tfclf^fcg^So £T£> 
^iJ^fe^T, Cft^cDlaftfcL VEGF 1 2 1 fe^tfV E G F 1 6 5£3FL< <k 

I/MID VE G F 1 6 5£*tr3fc0-e&S o 
[0 7 6 8] 

H6] 





VEGF 


I 

GV39M 

IgMJc 


VEGF.Flk-1 

1 

11B5 

IgMJc 


VEGFJlk-1 

2 

3E7 

IgGU 


VEGF and VEOF:FIk-l 

2 

7G3 

IgM* 


VEGF and VEGF:Flk-l 

3 

12D7 

IgGU 


VEGF 

4 

2C3 

IgG2a,k 

rHuVEGF 

VEGF 


A4.6.1 

IgGl 


VEGF 

[0 7 6 9] 






6^E L I S AtCj: 



h V E G F<DN 


( 1 1 B 5, 3 E 7, 1 


43<fctf 1 2D7) , ^l/^y hVEGF<DN**S2 5 75/11 (GV39M) £ 

fc^±^TO^t hvEGF (2C3) ©v^nA^^-rs^fiJc^^F-eft 

3. tftffcfc, VEGF#®i:©SiiS^ f felts F 1 k- 1 t^LfcV E G F 


(260) ^2 0 0 2-5 4 3 0 9 3 

(VEGF : F 1 k-1) tOSMtO^T, HSWEL I S A43<fctfJ$ffiE 
L I S A^fe^TX^U-^y^t/Co 

4. A4. 6. Hi, lEStfc^Sftfcxtf h-7°£WU £ftkt 2C3ta 
oTHf^^n^Xtf h-7°?Vl/-7°4 tfil&So A4. 6. Iffl2cfct Kim 
1 9 9 2;Wiesmann^ 1997;Muller£, 1998 1*3 
£OT e y u 1 9 9 6 bT«W^^ffl$4a§) tc$H^ 

[0 7 7 0] 

if^f-v{b^i^ft*fcii^;l/^*s/^-^i8^^ l o~i o 

h-7°^l££-f fcJ&^bfco £ft5>£>W2ctet G V3 9M:fc<fctfl 1 B 5# 
s VE G F : F 1 k - 1 '\<D5^0*g£ > fc3£M7"n >y ^"T^ u *5<J;tf 3 E 7 

feckt; 7G3^ 7 yzvyiMLffiffiztirz vegf- tr*f-y^©5v©*£<&£ 

5i7n7Wi:t^ g^E^fr^Lfco GV3 9MfeJ:tfl 1B5^ 
xtf h-^U-^ncffiSlcSiJO^T* -15. 3 E7fc<fctf7G 3*. xtfh 
-7°?>--7°2tIiJD^Tfco 
[0 7 7 1] 

2C3*5<fctf^D0tiittl 2D7W\ VEGFf fcfiVEGF : U-fc7°£-fc: 

o/co 12D7^ xtf h-7°W-7°3^fiJDST, ^IT2C3^ XH° h 
-7°W-7°4^iiJD^T/c (^1) o 
[0 7 7 2] 

±fetc^brcJ:^^, 2C3«, }nl*A4. 6. Hcft-T^xt? h-7°i:ti 

-^^^xtfh-^fs-r^o *mmz<Dm£rm9ite, 203*5^0-^4. 6 

. 1 f)\ &Mfcfo&Vlt%^<l £*7jkLrz 0 A 4. 6. lfCfcoTSSl^nSx 
fcrh-7°ti$rc, iESlJC^^n, ^bT7^/^8 9-9 4 ©jran-gfTS 
jl^cttOXtf h-7°T*&3 (K i mB, 1 9 9 2 ; Wi e sma nn^ 199 
7 ;Mul ler?), 1 9 9 8;Keyt^ 1996 C&*«\ bT* 
B^if ) o 2C3£A4. 6. l©Rm<:M:£<©&fcJ©Mgfc 


(261) ^2002-543093 

[0 7 7 3] 

(2. 2C3«, i«<7)V E G FlcHg-a-TS) 

ii^mifcj;mi^«iio^rmttv e g f £g£-rsm#©^;fr£fc^T. 
®^&MM##£-rs (^2) o <me>owm^ 2C3mm<Dmmtm* 

~£t>fcW&t2>o I2ti, G V 3 9 M4o i; 1 1 B 5 ^ VEGF:M?7°£- 
$£ttfcflTS®^g&1!fe£»*U a^M^ (half-maximal 
binding) tt, ^n^ft, V E G F t^Tlix 4 0 0 n 

Mfc££f 8 0 0 nM-pfeS©JCj±^T % VEGF : F 1 k-UCOV>Tl±, 5. 
5 nM4oJ:tf 2 n M-££iJii£ft3 0 
[0 7 7 4] 

*t«HC, 2 C 3 :fc<fctf 12D7«, 5S8IV E G F Kl*ft&jilJR'l4£}f^U 
ZVm^ffi&Glt. VEGF : F 1 k-l^f^CO^T, Zft^tl, 1 5 0 
nM43J:0 : 2 5 0 nMT^§OtJ:fc^t, ZtlZfa 1 n Mfe^tf 2 0 n UZ*B\ 

[0 7 7 5] 

3 E 7 It. IlVEGF^t/V E G F : F 1 k - 1 &&foK.mL < IS^U 

a^M^p-o-^, M^rtoi/^Ti nM-?£ijgsns 0 

[0 7 7 6] 

K7] 


(262) 


#^2 00 2-543093 










VEGF/VEGF:Flk-l l 


(nM)' 



VEGF VEGF:Flk-l 


GV39M 

400* 5.5 

72.7 

UBS 

800* 2 

400.0 

3E7 

0.9 1 

0.9 

12D7 

20 250* 

0.1 

2C3 

1 150 

0.007 

Mab4.6.1 J 

0.3 • 500* 

0.0006 

1A8 

NR 4 1.5 



NR 600* 



[0 7 7 7] 

2. 1. 0£D*#l/\l±kL (VEGF : F 1 k-1) \zttir&fflk<Dm 
JR14£^U 1. 0*ffi<DJt«: N V E G F fc:*tr3MJR14$:^-f o 

3. tefflLfcsyhn-^ffittfcLTfci:, OTrfWf 5ttS : 1A8 C^Xin 
F 1 k-1) , Mab4. 6. 1 (Genentec h^O^Xj/ifc: hVE G 
F) x fc^^^T-f hn-;l/^LT©MM^ I gM Q 

[0 7 7 8] 

(3. 2C3tt, i^>7*- ^-^ay^ttxtrh-y^i^-r?)) 


(263) #^2 00 2-5 4 30 9 3 

to^>7n v hftmZ, 1 2 D 7 x 2 C 3 fecfct^ 7G3^, 31tt;^T& 
J;^M7C^TT\ E G F 1 2 1 fe<fct>*V EGF165 t 

fcarfo iot, <m^<DtaWi, ^3y7*-^->3«tt (non-c 
onformat ional ly-dependent) cDxtf Y—~7%:WM~$~ 

[0 7 7 9] 

GV39M, 1 1 B 5&£tf3 E 7 -)xX^y7n y h±T*V 
E G F tfcl&Lftfr^rco £MZl5 ; tt><, Zftt>t>\ nyy * ?ym? 

[0 7 8 0] 

ItlV E G FW^xX^y7n7 h##r£* 1 2 % W±<9 S D S - P A G 
E^fflbT, 5%F C S#ftTT*VE G F 1 6 5£#8tLT\ E C L^tB^ 

A, 72 : 1 \l g/m lcDAb-3 (Oncogene Scienc eS^OV E G 
FttWity^n-t/b IgG) > 5 \l g/m 1 OA— 2 0 (Santa 
Cruz Biotechnology, Inc. l^^+^JrLV E G F jnft) 
, *5<fctf 1 0 n g/m 1 <D%m&l3:'ftm&<D I g Go 
[0 7 8 1] 

5|tg/ml ©2 C 3£^£y, g&Sffif*£0^©f^ft&H7iX#X7n 
>y Hi, ^W-(DVEGF^4 2 k d CD^^t/V^y KtLT^l/c 0 $J 1 3 
OkdOT/l/fT-OVEGFfcS/'c, 12D7, 7G3l5j;^^f^^ny 
h p-jl/jftttT-Ul £ fr£ £ o /to 
[0 7 8 2] 

(4. JS^ftgESaSBfl:^) 
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[0 7 8 3] 

NCI-H358bhNSCL CWmfflrKftirZ, 3 E 7, G V 3 9 Mfccfc 
fc^Mtetf) I g G ; A 2 0 E G¥trim \ 4o£tME C A 3 2 ( 

I-H358HhNSCLC<D8/x m<Offlg®K1k. m&faftft&^Jl**^? 
[0 7 8 4] 

G V 3 9Mfccttf 1 1 B 5 (<m£«\ VEGF±Oxt!h-^;l/-^l^ 

?i trim*, mimmtvznzvfcfomz&^xmft*). gv3 9m«, mm 
mmtm< 1 ibsi^ ^o^Kasbfco meca 

3 2 (v"j7X) SfettTEC 1 1 (th) iaot^^tlfc«M8 
0%«\ GV3 9MfeJ;tfl 1 B 5 tCcfcoTt Sfc^fe^tlfc 0 
[0 7 8 5] 

3E7M7G3 (Ctl^ti, VE G Fxeh-^>-7°2^Eli-r§) 

©sjsttfc^tfc (^3) o imzimm (i~2^ g /mi) tie 

[0 7 8 6] 

[518] 
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#g2 0 0 2-5 4 3 0 9 3 


C«M) (ft** ,) 
3-4+ 


1 
1 

2 
2 
3 
4 


GV39M EOCT>TC 
11B5 EOCT=TC 
3 E7 EOCT=TC 
7G3 EOCT=TC 
12D7 NR 
2C3 NR 


3+ 
2+ 
3+ 


2-3+ 
3+ 
2+ 
2-3+ 


4+ 


3+ 
2+ 
3+ 


f7\ 

(3LL) 

3+ 

3+ 
1-2+ 
2+ 


[0 7 8 7] 

mi&mwKicftLTffvrco Ltip»©», ii^f^u ^ltotoj: 

^ ; 2+, ; 3+, ; 4+, imicm<\ 

1. 2C3^(fl2D7^ 2 0 \i g/m 1 TilfflL ; ±X<T>^<&3tf&£, 5 
~10/ig/ml TJlfflLfCo 

2 . mi^im : E C =p«9jg ; C T =^fi8l ; T c =JM« ; N R =Rj£ 

3 . f^L/it: HM^Ti^iiJV ;NCI-H358 NSCLC, NCI-H 
460 NSCLC, HT2 9 HgJUJgJg. L 5 4 0&i?*>V >^ffl 0 

5. om-y hmm^l^lf^^y hVEGF t(Dfcfo'& 0 

6. 7^X3LL L e w i siill^tCM^T^XVE G F hOSlStt 

o 
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[0 7 8 8] 

1 2D7*5«ktf2C3ti, ^t^(Dmmm(Dnmm^^Lr^^tc 0 z. 

[0 7 8 9] 

GV3 9M, 1 IB 5. 3 E 7fc<fctf 7 G 3 It. t;l/t>y h^T^^tlfc^- 
;l/*ry h^l 0ffl^&£tf^X^T±^£nfcV<>X3 L lm^<t»s^k- 
±©Sel^jfll^i:SJSb/'Co GV3 9M, 1 1 B 5fe<fct5 7 G 3 tt, tMI 

l&fcSKSJSLfco t;^^ hSfcttH MDl«^fet§« 

£>, fl^gT'7«)X3 L Lffim*W&LTc 0 ZtllZ, 3E7t\ 7WVEG 
Ffo1ti?Z&Q&^ffito&*&?Z<lt*7jk&?Z 0 Ztl£><Dl&m*. 2C3* 
m<3:T<D#im\ V«j7XVEG F tfcfoirZC t*mt. fimftEL I SA&C 

[0 7 9 0] 

&mm 1 1 ) 

(A. TO&£TO&) 
(ft£«W7>y-fe-0 
f&foVi'jt.mMftfc (ABAE) «£\ 1 5 0 omm/Vxfr-VQ 6^x;l/ 

0. 5 nM©H hVE G F 0#£TTm5g£-£fco 3>hn- 

[0 7 9 1 ] 

^y+a^-y 3 >i4 0lT\ SfflflSfc, MTC (3- (4, 
7y-;b-2-^;l/) -5- (3-«+y^h^>7i-;W -2- (4- 
X;l/*7i-;l/) -2H-fh7y*'J^ (inner salt)) 

&£J£0IJU ^LT4 9 0 nM©®ttg£«fcoT3i&Sftf#5 (Cell T i 


(267) #^2002-543093 

ter 96 AQueous One Solution Cell Pro 
1 i ferat ion Assay, Promega, Madison, WI) 

[0 7 9 2] 

MMMM*. V E G F fci&bn Lfcfro fci#Sg»<7)M T S g&££g L-j I < C t 
tCcfcoT»JLfc 0 j^H*, V E G F OfrffmaZtlfcny hn-/l/ig#»c7) 
MT S£&©^~ fey -r-^fc LT^L 7c (But tkef., 1 9 9 3) „ 
[0 7 9 3] 

(B. 

(V E G F^rtj&fflflSit^ffl^) 

VEGF±©xe h-^;l/-yi~3*Ei8"rS. I g GtJif£3 E 7 
12D7lt ABAE»OVEGF^/rm^|5I^t^^-3fc (01) o cn 
«\ Cft50trL#tf, ^©xtf h-^V E G F : KDRfflEftffl£ia#Lfc^ 
x 3Ej1$t (non-blocking) PEG F W^&% £ £*ff&tir& 0 
VEGF±cDx^h-7°W-7 9 l~3^t/cEli-r^, I gGiri^GV3 9M 
«\ IrH££* ABAE»OVEGF^i^£ffim?:f\ ^LT^iMJrEVE 
G FMttT-fcSo 

[0 7 9 4] 

V E G F±CDx£ h~7°4 £>ttf 3 2 C 3, fe£0#»^Mn;V 
EGFirtf*, Mab4. 6. 1 ^ft^ft, 3 n M$o£.T$ 1 n MT\ VEGF 
1/1-AB A EtiM^5 0%ML7£ (M 1) 0 Cfttt* 2C3*V VEGFOT 

[0 7 9 5] 

2 C 3 ©JgWfM abt GV39M. 3E7 $3 <fctf 1 2 D 7 £in 

»£i{#£>iS»e>&. 2 C 3£EE'J« 0 S^OJtlV E G Ftfitt (#03. 
fcf, Ab-3) li, ^We/^P— ^l/T-fcSCfctfftBftTfcD, <m£>fi 
, 2 C 3fr£>BMcKS'J2tl3o 
[0 7 9 6] 

I gM£i#:<D 1 lB5li, 8 nMcfc.DE^rljg^A B A E«JC 


(268) #^2 0 0 2-5 4 3 0 9 3 

HUVEC, 7X*I&Ml*lj£«, feit/bEND. 3HM\ 4 On 
MT'Sfc, 1 1 B 5££oTi^£n&frofcfr£T£3o VEGF^W 
STfecfca-WS'M» : «t l IM? (bFGF) ©#S"TZ?£i;£<fc5£, 1 

[0 7 9 7] 
(HSfiflJ III) 

( 2 C 3 M\ << > «T;1I^C#Sft^£ffc-f 3) 

(a. w^fe^t;^) 

T±$$i£-£fc (n u/nu7»)X»TNC I-H358 NSC L C fedctf 
S C I DV)Xt^THT2 9ISHIM) o SCI D V<7X£{£fflt3#f2?k: 

<d i o o ii g(D\£*?y{tm*%. mmm*ftLTmMft&%Lfco 2 

, ■^XfcfflSfcU PBS«U ^LT^flS, flip, JM, Ifiu KWI 
[0 7 9 8] 

. ^M*Z/#-Vmm7>hU7hT\£i?y-\£*1-ym&tti (D a k o, C a 
r p i n t e r i a, C A) ^r^fflLT^fe^^ fUTS C I DT^Xi^cD 
Wrte, 2^<0^>l**i/#-^&mt-Wfafo (^TO^X I g G + I g 
M, *©&©£^£v^I gG) £^fflLT?§fe£#fc 0 
[0 7 9 9] 

(B. 

>7 x t & ^ y if sit) 

t: hM^SMmcfelt^ 2 C 3, 3 E V 3 9 MCD^y Iftf^fe 


(269) #^200 2-5 4 309 3 

itZifefeLtco 1 0 0 p g©EW>ft2 C 3%tdt7-JV2-(Tm£m^y h 
n-;H gG^ NC I-H358bhNSC LC^ttSnu/n u^X 
PSltc i . v. feMLfco 1 0 0 n gOGV3 9M4o££*'3 E 7£/cte7W£-Y 
TM^muy ho-;H gG^, HT 2 9Hh»««^SC I D7 1 ) 

[0 8 0 0] 

(ma. Mm*^Tz>-?*y7sic$5tfz>mvE g fk^m^) 

[0 8 0 1] 

[H9] 








j£_ ■ ___Bft> 


2C3 



3+ 

3E7 



1-2+ 

GV39M 


2+ 

2+ 

:>4a-il5 





[0 8 0 2] 

+, 2+, 3+, 4+, lfflicffi,\ 

1. GV3 9M&, WllC»«f*^©^^/c{ilfilWMWt#^W^|S^t 

/Co 

2. 3 E 7^tfGV3 9Mtt, MMWfij£^g^|S£Lfc#\ — 2 
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c 3 imm^mmmmm&brco 

3. u yhu->i= Mm%(DW^(D I g Mo 
[0 8 0 3] 

3E7&, ffl^^OjftWrt^t^^t^ftLfco »70%ff)MECA 
3 2#^-r^y&JfllW*^ ^>tf#"Cii&f£ftfc3 E 7taoT»nf; 0 ^ 
'hMW^£^;l&J;D*#&iM&, 3 E 7 ^^x^^Tfeofco 
Jfofti* 3£3t<Db5^y ^fc£rjmi§<D*X hcDM^fet^T&icfc, 3E7^ 

^T^^f-^^Tfe^/co 3 e 7ic&2>%k&(D&mte, mm^m^mmc^ 

3 E 7&C<feoT^fe2ft&fro7Co 
[0 8 0 4] 

GV3 9M£>i:fc, M«OlfRW^^#g^^#^tC^±fbL/co flliWO 
43 <fc ^ 8 0 % © M E C A 3 7lM G V 3 9 M <£ o T^fe£ tlfc 

o GV3 9Mtfi?T47tfim&. S*§£ftfc:fcfcoT3?L < Mltt^ 

/J>^&^*fflWfetfc-&t?) o 3 E 7 tittle, G V 3 9M^ 

e 7 mm<D^mi^(D^mm^rcimmmmmm^rz^tEnrz 

o i»^i^ltt(?)3y hn-;v I gM(i»©«4C^i^e, G 
V 3 9 M^i§^f*©^feti:Jn;^#MWTS^ <fc 5 -?&S 0 WI«£W0Jja*S* 
cDMrtJ^^, GV3 9Mtc!;oT«M^o/:o 
[0 8 0 5] 

ZX^yitZtirc 2C3tt, j#Ml*ja&tf££>H 358HhNSCL ClffilOlM 
2 C 3£«fcoT2fefeSnfco cn^OfSiitfe^T, if d £M Hfris-s- 


(271) 


#^2 002-543093 


[0 8 0 6] 

H T 2 9 H bmmtTMz&^T, 2 C 3 & Sfc&^C^SSiSKJgftLfctf 
[0 8 0 7] 


@mmi v) 

( 2 C 3 tix VEGF£>VEGFR2 tcfflr V E G F R 

(A. tf^hT^) 

(i. mMm&&mm) 

VEGFRl (PAE/FLT) S^cti VEGFR2 (PAE/KDR) ©l^ 
?nfrVh7>X7x.ZhLfc7$*Mmft& (P AE) Dr. Joh 

annes Waltenberger (Ulm, Germany) /^SA^L 
, CtUi N Wal tenbergerf. (1 9 9 4, ^Wffl^tpT'&^t LT^ 

fomzmmznz) KtffifEnz&sicmmzn. %lt5% fcs, l— y 

^-$/y>\ 43j;rjXhlx7 0 h v-T^y (GPS) £<§*yF-l 2ig 
WT'iiS^Htfco b END3W^ Dr. Werner Risau (Ba 
d Nauheim, Germany) *^A¥U f IT5% F C Sfecfctf 
G P S^tSDUEMm^Vm^^rco NCI-H358 NSCLC (D 
r. Adi Gazdar, UT — Southwestern, Dal las, 
TXfr£A¥Lfc) , A 6 7 3 H h^»IS, fecfctfHT 1 0 8 0 H h«|*l 
H (jffi)7j £&American Type Culture Collecti 
oniO) (i, 1 0% F C S IS&XfG P S ^ttt5DME MJgiWCJgSIS 

[0 8 0 8] 

2 C 3 fecfcTJ' 3 E 7 0/iVE G F^y^D-t/^ft) , fc<fctfl A 8 (t/ 
^o-t;^F 1 k-l£ittO , fecfctfTO 1 4 (^U^o-^;Vtr[F 1 k-1 
taf*) ttx ±IE<D£ -5 ^HMJ I ft^tftc Brekken^ (1998) & 
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MuangB (1998) tmwm^mmm^^ t Lxmrns 

ft 3) icMMZMo A 4. 6. 1 (T^Xtfit: h V E G F^e/^P— 

) Dr. Jin Kim (Genentech Inc. , CA) 5>A^ 

u ^ LTJ^tu^Eii^nTi/^ (Kim?., 1 9 9 2; Mwm^mm^K 
m^tLxmrn^n^) 0 m%Ltz^i]T^-7uyvu-^mm. 0x7, ^ 

OT77hThrl. ljnft (Bukovsky?), 1 9 8 3) (Dr. A. 
F. Williams (MRC Cellular I mm u n o 1 o g y U 
nit, Oxford, UK) £DA¥) *S<fctfC >4 4, V^Xjjirt;l/l^y#L 
ft(Rouan^ 1 9 9 0, ATCCiHf) o 
[0 8 0 9] 
(2. ELI SAM) 

VE G F R 1 i7)Wh7^y (F 1 t-l/F c, R&D Systems 
Minneapol is) f/c«VEGFR2 (sFlk-1 -ti^^y) 

iiNeutrAvidin (Pierce, Rockford, IL) h 
Sftfc£i;WC«fcoTffiiE£ft;fco InM (40ng/ml) OflJtOVEGF 
£\ 100~1000nM(15/zg-150/x g/m 1) <Duy hn-;l/Kft 

T\ ^<?)^x;b£\ 1 /i g/m 1 ©^it^V E G F$r[{* (A- 2 0, Sant 
a Cruz Biotechnology, Santa Cruz, C A) £ 

[0 8 10] 

£JSS\ ^^^^^-^li^t^^^^^m (D a k o, Carpi 
n t e r i a, C A) OiilOtaoT^feJ^ fLT3, 3' 5, 5' -fb 
/Wy^>*y (TMB) lg (K i r k e g a a r d and Perr 
y Laboratories, Inc.) (DMUl/C^^X^JUitLfco 1 5# 
1 M H 3 P 0< T*£fS*f?lkS-t3\ ^ LT5j-«J£» 4 5 0 n mXMfrt 

[0 8 1 1 ] 


(273) #^200 2-5 4 309 3 

T'y-tr-r^S/c, 3>bn-;H gGls&XfW&l g GOlvfnfrT^r^n 
VEGF : F 1 t - 1 /F c Sfcli V E G F : sF 1 k - 1 -If *=f-y 1 1 Uc 

^y+a^-bu ^lt, ^n^rn, tf^is-t^n h f c ( 

Kirkegaard and Perry Laboratories, In 

[0 8 12] 

(3. PkikMTyH'C) 

40ng©VEGF^ 2C3 (20/zg) £fc£A4. 6. 1 (lO^tf 
1 /ig) O^-fn^CDF (ab' ) 2 ^tlC3 0m B-St&ffiM (ImM 
CaCh, 0. ImM CuS0<, fcitfO. 5% h U 7 h D M 

EM) ^TTWy+a^-hLfco 2 00 ngCRjjSiVEGFRl (Fit 
-1/Fc) £fc&VE G F R 2 (KDR/Fc, R&D Systems, M 
i n n e a p o 1 is, MN) £ 5 0 1 U ^ LT 2 NMMH > 

*a^->3VL/ , : 0 b-f!^-/Fci», ^nf^VA-sephar 

o s e \z-x*mLximz^ *L?nzntztm®*&&Mffim*m^T 

immure* 

[0 8 13] 

mftv-yy^mmm^, &fcfo<D^uv h^^x}±mimtQL, nxzi 2% 

SDS-PAGEKioTMU ^LTP VD F^yyUy^^L7c 0 
T\ f©^y7Uy^ 12D7 (1. 0/ig/ml) (v">XJtlV E G FKf* 
) t^O-lfy^L, ^LT^;^+^^— tf^WT^X I gG (Kirk 
egaard & Perry Laboratories, I n c . ) <b<7M 
i/ a y%\Z^ Super Signal chemi 1 umines 
cence substrate (Pierce, Rockford, I L) tc 

o-Wb-VTOH hFc (Kirkegaard & Perry Labora 
tories, Inc.) LT^fcBLfco 
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[0 8 14] 

(b. mm 

(1. 2C3«\ E L I S AKfe^TV E G FOV E G F R 2^©Jg^^P 
ytt&ilK VEGFR 1 ^©l£^&7*n>y^L&l,\> 

JrEVEG Firi^2 C 3 it. E L I S A77^tl3t^ VEGFAWEGF 
R2 (KDR/F 1 k-1) dS^tSilh^n^m^ VEGFR 1 ( 
FLT-1) ^©jg-a>li:7ny*L&frofco 1 0 Ofgfe «fctf 1 0 0 0fg*;l/Sg 
SHJ© 2 C 3 ©^STt^S^Tx VEGFR23- h $ftft<7 j:Mc^t^> V E 
G F<D»i, 2 C 3 03ft?£T£fe^Ti!g£-f 5*0 2 6%fcJ:tfl 9%«ft 
ZntfL'PLTz m 2) o ^MWt, 1 0 0fg*5<fctf 1 0 0 0^€-;l/iafi©2 C 3 
£>#&~Rc*5l^T. VE G F R 1 n-h^nft^i^^tSVE G F<Dfi& 
, Ztl^tU 2 C 3 ©l^teTK^TSIS^-f SSO 9 2 1 0 5 %?$> 

r>fc (0 2) o 

[0 8 15] 

VE G F R 1 j£fc& V E G F R 2t|^tl>VE G FCKi, 10 0-100 
OfgMfJO^ny*:/^/ *n— Tvl/ffiV E G F#[{#3 E 7 £fc&MjItt£> 
^^#^'l4(Dn>hP-;l/l gG©#mc<koT^»?ns*^fc (0 2) 0 A 
4. 6. Ui, VEGFR2 (KDR/F 1 k-1) hVEGFRl ( F L T — 

1) ©j^NOVEGF^fc^ny^Lfco 
[0 8 16] 

(2. 2C3^ $ffii£^V EG FOVEGFR2^©l|g££7*a 
V E G F R 1 ^©jjg^^D >y * Lfct'O 

2C3^ VEGFOVEGFR 1/F c£fc(J;VEGFR2/F 

c ^<D$£££7*n >y ^"T 3t^£\ £i*J87 v ^ \z.^xmmhtc 0 4 0 n g 
OVEG F3\ F cgfcfr (F 1 t-l/Fc) KilllSLfcV E G F R 1 £>«^ 
YtJyiZ 7c&2 C 3 3; fcfcU. 6. 1 F Cab' ) 2 

TT^SLTcV E G F R 2 (KDR/F c) ©20 0n gfefcfe^^a^- 
h Lfco U-tr7°£-/F c#tlg$&l3\ Xn-fi'yA sepharose tf-X 
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liWtSlll, fill 2%SDS-PAGEfc<fcoT#MtU f IIP 
VDFlC$5¥b/c 0 ^V7Uy%P8 2T'7n<y^U ^LT12D7 ( 1 /* g 
/ml) ^XSiVEGFtiftT^n-ev^U ^LTi¥W^lb«ift 
TT'SEfe^^fco F (ab' ) i V E G F t/T-fc £tB?V^-£^j±5 

[0 8 17] 

VEGFR1/F c £ fcliV E G F R 2/F c ©l/vfftfr V E G F 

Its -fu^-^yk sepharose(C«k^M?tfe 0 £ V 
E G F^73Ol/-fe7 0 ^-t|g^1-^C^^-r o 2C3 F (ab* ) 2 ©ft 
JjP«\ VEGFOVEGFR2/FC ^O^^n 7 ^ bft^ VEGFR1 
/F c^m^tyuy^Ltzfrirco immc, 4.6.1 F (ab' ) 2 
«U VEGF©VEGFR2/Fci:VEGFRl/F c <0M^O^a' ; &^ , n 

^ t fco C <DB%1*. 2C3£)\ VEGFOVEGFR2 ^©Se^^RB^-r S 
VEGFRlMD^PML^Lt ^tUCfcfLT, 4. 6. 1 tattli 
, VEGFC0VEGFR2i:VEGFR 1 «7WQ!£-££PI^-r& C 

[0 8 18] 

(^»JV) 

(2 C 3t±, V E G F ICfcoT^SStlS V E GFR2©U >iWo>y^ 

•rs) 

(A. WPM3J:tf#i£) 

PAE/KDR, P AE/F L T, :j3<fctfb END. 3»$\ 5 %lfart 

ty^ifpoi o ommiSSf-f y^aic^T. 8 o~9 o%ny7;HyM 
T±^£#fc 0 0. 1 %lfllM^#CS'i@Wt?2 4 B^jfilif gflffi 

tcbfco PBS^OlOOnM h/^^y|g-f h U 3 0^©bG 

&3E#£TlC:io^T, »£5 nM (2 0 0 n g/m 1) OVEGF 165, 5 
nM (1 0 0 n g/m 1) bFGF (R&D Systems, Minneap 
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o i i s, mn) , i/cttA6 7 smmmitmmtt&iz^y^iL^-hLrco 

[0 8 19] 

#1/^ SBJJSfc, 1 OmM EDTA, 2mM 7 v {tf h U £ A^<fctf 2 m 

(50 mM Tris, 150 mM NaCK 1% Nonidet 
P-4 0, 0. 2 5% "fir^yu-^m., 0. 1% CHAPS, 5mM 
EDTA, 1. 5mM MgCh, 2mM ^yfb^HJ^A, 2 mM 
b^v^-fhUyl^ 10% ^U-bn-;K *3<fctf /n-r 7— if-r^t If 
(Complete Protease Inhibitor Cockt 
ail tablets, Boeringer Mannheim) ^TTigrftP^ 

[0 8 2 0] 

V E G F R 1 43 <ttf V E G F R 2 fcj\ ^tl^ tU 5 p g (D-V h 

UJtlFLT-1 N« (Upstate Biotechnology, La 
k e P 1 a c i d, N Y) £7*cli 1 0 // g£>T 0 1 4 
fctfLF l k-i) £t&lc4V^-m^y*^-bir%£tlz&^T9i&rm 

^in— V h UJrLf£ (Kirkegaard and Perry Labora 
tories, Inc.) i: 4 °CT 1 ffl-f h Lfc 0 

Z.<D%&1£&W%, -fuy-^y A/G sepharos e £JBl^TifcfK£-ti\ 
P B S - T w e e n ( 0 . 2 %) 1 0 (^nf7- tf-T V H tf 
^-»Lt) IIM^L, ^LT 10 0 mM /3-^;^7°Fx^y-;l/ 

*s «k tf 8 m ^ s s d s -9- > -f^mmm^vMM l tc Q 

[0 8 2 1] 

ty^SDS-PAGECioTMU fbtPVDF^y7 
UV^Lfe, C<D^V7UV^ PP8 1 (East Coast Bio 
logics, Berwick, ME) V3 0~6 0^WP7^U ^LT* 
7st-3-ui/yJ$mc~D^X, 0. 5 /i g/m 1 (DA G 1 0 (Upstate B 


(277) #^2002-543093 
iotechnology, Lake Placid, NY) £fflt^T, 4 °CT 
-Bft^P-ey^bfco ^W+^^-lrli^t^^X I g G (D a k o 
, Carpinteria, CA) ^>a VOlt, Super 

Signal chemi luminescence substrate (P 
ierce, Rockford, I L) (aoTPVDF^>7I/>^fe?t 
fto PVDF^>^l/>t ImmunoPure El ution 

buffer (Pierce, Rockford, IDT, 5 5°CT3 O^fal 
XhUy7*U *LT0. 5/ig/mU7hU^FLT-ll/cai. 0/ig 
/ml T 0 1 4^^f ! n*^ffl^Tb-fe7 0 ^-^;l/tCO^T^7 P P-l£y^ 

[0 8 2 2] 

(B. lilim) 

(V E G FM^SftfcU yi^fco^p^v^) 

cn?.O^tfe^t, PAE/KDR», PBS, bFGF (5nM, 
1 0 0 n g/m 1), VEGF165 (5 nM, 2 1 0 n g/m 1 ) , A67 
3lllKfcJgi& (CM) , ^©intt (CNT U 2C3, 3E7, A4. 6. K 
gij^fc lOOnM, 15 g/m 1 ) fcffla^b-frfcC M. S fcfcfcT 0 1 4^4 ( 
lOOnM. 1 5 n g/m 1) "PI 5^»Lfc 0 PAE/FLT»££fc 
, PBS, VEGF165 (5nM, 210n g/m 1 ) , A 6 7 3 llffcigift ( 
CM) , ^CD^TLf* (2 C 3, 3 E 7, A 4. 6. 1 , gij*£ 1 0 0 nM, 1 5 
g/m 1 ) CM. tfc&TO 1 4#ffi (1 0 0 nM, 15/ig/ 

mi) ti 5^»tfc 0 #^?\ coiniflSfc, ^ififtOTi^y+a^- 
m %LTis^y , #-*ftmmu M^ftT-esDs-PAGE^oT 

#BIU PVDF^^l^Cf^U ^LT4G50 (0. 5/zg/ml) ( 
Tl/>S I g G^ffl^T^yp-lf >^bT, &U-ypp<DU-fe7°£-£y^K 


(278) #g 2002-543093 

[0 8 2 3] 

£<Dl£JH&, 2C32M4. 6. 1 (ay h n-^ftti/W E G FinflO tt 
PAE/KD R MMWz&VZ V E GFR20VEG F|^#WJ ygHt 
^07 ^-T^u t^Tjkto £ <D£ tit, 2C3£A4. 6. 1£>M##VEG 

(MMn IHBrekken^ 1 9 9 8) 0 ft^?»tl4'<DV EGFR2© 
•j7xX^y^n«y h*. &U—yiC$5lf%> VEG F R 2*y/S*g©*&^fE-r 
Sfc46U:fTofco 3E7 (Cftfciu VEGF©NH2-*4Sxeh-^^*r 
S) «\ VEGFR20VEGFHI#$nfcUy^fb^7P>y^-tfr, ^LTH 

[0 8 2 4] 

VEGFR lOVEG Fil^Sftfc U >lfc{l:K:2tf 3 2 C 3<#Wfcl:IJJi£>frT' 
fl&©flf^#5tf^LT#;fc«fc5fc:, PAE/FLT«4JO, VEGF 
R 1 <DE G FM#I40>; VUfktt, V E G F R 1 (Di&^m^^i— tf^tttc 
43^P><^HbTx ^ItiE-rS^SiiT'feS (De Vries?., 1 9 9 2; 
Wa 1 t e n b e r g e r 1 9 9 4 ; D a v i s - S m y t h 1996 
; Landgren^ 1 9 9 8) 0 
[0 8 2 5] 

(Mtn&m V I ) 

(2C3«, vEGFwmztircmm&zmwtz) 
(a. ttwtjjm 

(Mile s^'147-y-lr-r) 
OT©7°P h M u r o h a r a £ (1998; ^M't' L 

tiftwtiffl^ns) tck^Tis^nfcfe^-efeSo #iti,iti 400 

-4 5 0 gcDffi'ft I A Fi^;l/t7 h (Charles River, Wil 
mington, MA) fcJftgfcU £f©f*£}ILT. MffiP BS^O 

0. 5m 1O0. 5% Evan' s b 1 u e &m*$MfaftM Ltc Q 2 0# 

20ng©VEGF^ 3Vh n-;H3itt3: fc &Mi^*©^£T3: 
#£T-?j£rt (i. d. ) ai^Ufco j£fi&jft£>3 0^f£^ ^t7h« 
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[0 8 2 6] 

(B. nem) 

(2 C 3ti, VEG Fil#$n/cjiji^7n>y^-r^) 
V E G FM#^nfcJij§'l4^^-r§ 2 C 3 <D%}%*m9ttZ>rc*bK:. 4 0 0- 
4 5 0 gW'TX© I A Fft^e/l/ty b (Hartley strain)^ 
fSBfcU ^X\ n<DW*M%mLT, MffiP B S<££>0. 5mlO0. 5% E 
van' s b 1 u efe^HM^ttbfco 2 25ng©VEGF^ 

, uybu-^wtrcimm^W(D^y^rzmm^yx^ a. d. ) 

#«y h^HJff^U *LT*iJ/*-£ffil>T»iJ£Lfco 
[0 8 2 7] 

COMi 1 e siiMttT^-fe-r^ffll/^T, VEGF*WEGFR2*jg^tt 
%>£ t^fuy t?t%> 2C3tt, h£33ttSVE G FiigSftfcigjBli 

£ffl^-f £ £ ^^MtH^ti/co VEGF<kH 1 0{^;l/jliij. 1 

0 Ofg^Wifik £fc& 1 0 0 Oi^jVMfflX. 2 c 3%m^xm&x&-3fc 0 
VEGFAWEGFR1 t V E G F R 2 ©M^^SIifk^S C t%7u >y 

A4. 6. 1 CM, VEGFfcWEGFR 1 fcVEGFR2©M#£?£l!£fl: 

■rscfc^xoy^-rs) «\ i ofg^iifij-evE g FMas^nfcjiji'14^7 

UvZLfz (#flf^43«fctfK im^ 1 9 9 2) 0 VEGF : VEGFR2*@5 
f^ffl£"7n>y ? L&t^3 E yfeckt^ny hn-;b I g Gfe&fc, ^l^y hOM 

1 1 e sjtiilfT'y-fe-^ki&^T, V E G FM#$ftfdijltt£7n >y * L&fr 

[0 8 2 8] 

<inp>©sg^i, vegf taoti/y^n^rt^oiitt^ 4>£<fc&gp 

VE G F R 2?g'&fb^ilLT^^n^Ci:^ifr^o nn*><Dt& 
m*. V E G F R 2©fP^W- tfr£14#V E G F§§#2n/c5I5M^/ci6 
C ££r^bfc, »W^#0$g^t-Scr^ (Mu r o h a r a 5> 
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x 1 9 9 8; J oukovf., 1 9 9 8 ; 0 g a w a e> s 1 9 9 8) 0 
[0 8 2 9] 

(H«JV II) 
(2C3(D$iMM$h$0 

(a. mutism 

(l. ^v^nliMil) 

nu/nuTW^ OBg^, 1X10 NCI— H358 NSCLClffl 

mizrciz 5 x i o b a 6 7 3m%m^mmm<D^tm:^&ymiLrco 1 b@ 

K 1 0, £>L<& 1 0 0 11 g^fciiny hn-;l/) £r-^x.fc 0 
fi;H£\ NC I -H3 5 8{SW^XtO^T&^6M, l5j;tfA6 7 3^ 

[0 8 3 0] 

(2. ^yif^M^) 

2 0 0-4 OOmm'wXWNC I — H 3 5 8B;H 3cfc&HT 1 0 8 
0 UmmM*^tZ>m'\t nu/nuvWt, MS&nf*!: fctin y h P-;l/#i{fc 
^M^I^a^L/io N C I -H 3 5 8^Wf ^^X^ 1 
tC3@, ^LT2MfccfcO : 3M@«te IOT^Ie], 1 Inl&fcD 1 0 0 
\i g©ta#:TMab/io &V>T\ COV^XK:, 5 BP^B, ft^M lnI£fcD 5 
0 /x glzWOmtto HT 1 0 8 0{£W^X3\ ®\$i<DlkW3lCt>fc-oT 1 S 
*5^C, 1 00/ig^^nfdnft, Sfc^^iI^7j<T«Lfco M7u«^ 
IC$5V>T, "T^X^n ^OlllfI^2 5 0 Omm" W^X^CiiL/cil^C, £fc 

[0 8 3 1] 

(B. *3J!) 

( i . mmmm.r^\L hB^swK-o 2 c 3 mmmw) 

2 C 3 ii. ffl*^#*ii£Tn u/n u Vj7XtCfe^^ N C I-H3 5 8 N S 
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c 6 7 3ffim9jfam<Dffii3Myv#Mmzmmtz m3 a&j; 

150 3 B) o M^»^T^aAbfcx">X^ lM^fcD 2 0 i . p. 
fcnfcl 00|igO2C3tt, ^OtMIiO^l B^<PI^Lfc 0 2 

§151 00 0 mm" fcM£©JgJl&£*5^T#l 1 5 0 mm /co/c 0 

[0 8 3 2] 

lmm&rc*) 2 go 1 o y. gsfca 1 g©i^-rn^o2 c 3T©^ti, n 

2C3fci\ *SaPv>>Xhj±$£LT, W^gg? A 6 7 3lffil&<Di£5B£j!e> 

tir/co i o n g offli©2 c sK&wzmc-snzmmmmmmz. nci- 

H3 5 8M^-r;l/^fel^Tfe^D^T^^^o/c 0 Cltl^O 2-00®«x 
)\/<Dffl<D£m]d&Xf2 C3ta^VEGF R 2?gtt©PI^tJl*f'rScinP><DjS^ 
YVl£#^©2O©^0Jffi&0&^ttfc|?a^S o NCI-H3 5 8&, A 

6 7 s^mm-rscko ^^\z^f)m<^y\£^r*mmu ZLrimmvz c 

3£#LTfci:!)«:$T«£l/\fc?T?&Dx A 6 7 3ll^ tffli©2 

[0 8 3 3] 

3E7 (Ctltt, VEG FJcSB-a-rSA^ fOgM^nyi'L^^) li % N 
C I - H3 5 8®fl|©Ji5@tC^SLS*^rco LfrU 1 Mm&fc 0 2 HU 1 0 
O|ig0ffliT'Wc3E7{i, A 6 7 3 )]®§©±g5l£»Lfc (0 3 B) 0 C 

(Dctiz, zntmrniasftz v e g f s/^/i^^^&ii^-esi: 

[0 8 3 4] 

(2. 2 C 3£ffl^3Bi:&Lfcfc: hJB&gffl£fiIK'2>4M) 
^3 0 0-4 5 0 mm <Djz%t££T*m9&Lrc&l : N C I -H3 5 8 NSC 
L Ciim^T^XlC, %m&<D&m&<0 2 C 3, A4. 6. K 3E7, 
£fcliIgG£i. p. ftMLfc (04) o fflWi. 3~5BL^t50~10 
A6. 4. 1 ZMfexyhv-Jl'tLTm^rco &-tf&£&\ 
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x ffe©ffl&#£<fc0;S£ftTl/^fr5Tfc5 (K i mf), 1 9 9 3 ; Me s i a 
no^ 1 9 9 8) o ¥®mto®m*Mfe?ZZ£ (04) tin AT. ^Bffif 

[0 8 3 5] 

2 C 3 f fcti A 4 . 6 . 1 ©^"f nfrT©0Q.gtt\ m^mm^tc K> mmv 
0% (2C3) fc£tf3 5% (4. 6. 1) fcofc (04) 0 LfrU iltlf.© 

isjh«\ M«iii5itfettss^w*^ii^M3iaeiia©aiifo^© 4 0 s~6 0 s 

©H^^X©3yhD-;l/P^^^Tm^nfctv>9^llU:<J;01®KI{l:*ti 
§0 4 0 Bl; T©S|iS3I:«: N ii5@JCfe^SS%W*^ii©HUt % 2 C SfccfctfA 4 

[0 8 3 6] 

0 5 A fiu NCI H3 5 8^t^-7^X^ 1 0 0 /i g © 2 C 3 3; fc& 
3 E 7©^tn^TliMiLft$5S55lf^^tc ilO^T-a, gf§W 

(D^mm^mit. 4 8 0ram 3 T^D> * LTMS©£J;^ 1 4 
JMS^tt 8 4 mm' S T{g~F L7c (gi|T^ 8 0 %WF) 0 3E7fflIU; 
*7£XfcJ\ 4 2 8mm' WM&^T&aP^&U ^ LT*5<fc^ 1 4 M«: 
t 1 3 2 6 mm' Ttg*Lfc (S^T 3 0 0 %£>«]) 0 

[0 8 3 7] 

05 b«\ n Miiiji^iMT^sHT i o 8 o %w wmmmfe&m* 

Txto oO"v"j7X>&, 2 BcT^c l 0 0 g<D2 C 3, 3E7, tfc&nyhn 

-;n g G. $»§i/Hi^Ji^7i<T^-rnt^Lrco mmtm^<^S:^m 

[0 8 3 8] 
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(H»JV III) 

(2 C 314 A 4. 6. 1 £EgiJ£ft3) 

2C3tA4. 6. i t<Dmic&®L<Dmmffim'?z wmt, ^5) 0 mf* 

W\ E L I S ASX7o 7^ (cross-block)l^ (H«J I ) Kg 

A4. 6. 1 1>\ 7^;M8 9~9 4 ©^Htc^-TS V E G F±<Dxk:° 
^C^-T^C^^^Bf^t^b/t (Mul ler^ 1 9 9 8) 0 
[0 8 3 9] 

t<tC^ai^<:fctt, A 4. 6. VEGFR 1 *3«fctf V E G F R 2<D 

M^©^3b^VEGF^7n«y^-r5 (K im^ 1992;Wiesma 
n n £> N 1997;MullerP>, 1 9 9 8 ; Key?., 1 9 8 6) ^ 2C 
3&VEGF R2^<£>|££-fr£>C>^ VEGF^D^W (^SfeflJ I V) £ 
t^l^So A4. 6. 1 tfV E G F R 2&£tfV E G F R 1 ^©V E G F 

A^ifc (Kira^ 1 9 9 2;Wiesmann^ 1 9 9 7 ;Mul 1 er 
1 9 9 8 ; Key t?>, 1 9 9 6; LTSfflStt 
3) o 'AM <£ titer— ZIZ, A 4. 6. 1 t>\ V E G F R 2 ^©^©fc&tcS 
gt-^^VEG F R±.<D3L\£h—7twi&-i£-&%£tK&0. VEGFR 2*\<D 
VEGFIE^ifU ^LTVEGFR 1 'stD V E G F <D%£^*m$>tff £ 1 < 
&3ittl&pW£<fc 0 70^^5 (Muller?), 1 9 9 8 ; K e y t 19 
9 6) o 

[0 8 4 0] 

A 4. 6. 1 (DM y«\ IftKM^^T^^ (B r em, 19 

98;Baca^ 1997;Presta5», 1997; &*hWmMWV 
^tLTMm2ftZ>) o 7^P77->7Mtt 43<fctfVEGFRl 
*^UT®^nSVEGF©ffeOrt@ttil^i, A4. 6. 1 h^7;l4C& 
^Tltl^^i?TS^o 2C3I4, VEGFR2TO» 


(284) $^200 2-5 4 30 9 3 

n v $ -r & <d t iHjB^tc ii^<D7 ^077- "J^m^mmz.^^ z.tic&^ 

3t{bttfe«ktfv E G F R 1 tcj: 0^$nsftiiO^m^«'r^^< <D£#tt© 

[0 8 4 1] 

[Hi 0] 



£5. 


iji V E G F JJtft 2C3t3cfct/A4. 6. 1 (DftWl 

ft® 

2 C 3 

A4. 6. 1 


1 gG 2 a, k 

1 gG 1 1 

VEGFlCItl — -f 

A 4. 

j!8i14C07 5 y K 8 9 ~ 9 4 CO® 


6. i tmwztiz 

2 


774— TJ— 

1 X 1 O- 9 (M) 3 

8X1 0"' 0 (M) 

VEGFR 1 ^(DlSa^bV 


lit* 

EGF£;/P';/2-$-.5 



VEGFR 2"MDJg£A>bV 



EGF$yp>^-r-5 



vEGFRaijgatttynv 

14 n 





V EGF**^®*^^ 







N R 


H C/t*-> 







fcRJCtt 

TiSHVRJS14~i!KRG14 





[0 8 4 2] 

ffli/^nsuft^: ihc, ftismfflt^ ; nr, Mastt; bv, iM : cl 
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1. A4. 6. 1 T-*£lirr5##:£itKi:LT«\ OTftW5>ft3 : K i m 
£n 1 9 9 2;Wiesmann^ 1997;Muller£, 1 9 9 8 ; *3 

«ktfK eyt^ 1996, ^t^mmm^vm^tLrmm^ti^ 

2. 2C3WVEG?±T*Mm?Z^Vh-7ltt®$El£t>\ A 4. 6. ltfE 
L I S ASX7n >y ^Bf^LTElt«i^ h-7£ES'J2n& £ 

3. V E G F£O^T0 2 C 3<D77J-T4-te, E L I S Afc^tflffi^ 

4. A 4. 6. Hi, fc>1* AHCgSt/c (lightly fixed) 

mmm i x) 

(laMi^c&tf 3 V E G F^fe) 
[0 8 4 3] 

(2 c 3-xy FX2f-y|^{*) 

(A. JL>vx$l L y<D?u-->?'$5£zmm) 

TU 

[0 8 4 4] 

Wb2] 
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5' -friz - aga cca tgg gtc ata etc ate agg act ttc a (SEQ ID NO:43); 
3 ' 7°5f?-ctac cat ggc tat ttg gag aaa gag gtc a (SEQ ID NO:44). 

[0 8 4 5] 

i6nfccDNA77^yKl @B?'J#^ 1 2£>DN AIB?iJ£^U ZLT 

QE60 (Qiagen) (CtUi. N«6 x HXfv'y^^n- F"fS) 
^\£:^n--y^U «E. coli M 1 5»^f£St£-£/c 0 E . c 
o 1 i MW&&mtf5 6 0 nMTO. 6 (M^StcBLfcB^C, 0. 1 mM<D4 
VfuMh^ji^WsY (IPTG) fctol*., 4Bm 6 -Hi sx>FX 

^^•>o5gi^iiaiLfco »i^itaf)KiL, ^Lxmmmmm (b 

—PER Bacterial Protein Extraction Re 
agent (Pierce, Rockford, I L) ) tCfcl^T^Lfco 
[0 8 4 6] 

£tAf* (6-Hi s^^xyFX^fy^tf) ^ il^It^£Di»£-£ 
, ^tTM«A (pH8. 0, 6M^7-^>HC 1 (GuHCLK 100 
mM NaH 2 POu lOmM Tris, lOmM lOmM 
j3-2^;l/#7r-x£/-;l/> ^ft?£-£fco 5l7cbfc6-H i sxyFX^ 
f-y^^?§M^fiJ0 5, 5' -^W-l£X-2-^hnSm«! (Ell 
man' sii) (2 0mM) ^LTN i -NT A*7Ato-FL 

tco ^(Djj?h*\mWm®. (6M GuHCK lOOmM NaHzPO^ 
10 mM Tr is, 500 mM NaCK pH7. 3) T'ffi&L, ^LT6 

-Hi sxyFx^fy^IIi^o. 2M^^^/-Mffl^t, #-5 

[0 8 4 7] 

mttbfro^mi4<7)6-H i sxyFx^fy^ ^S^Ifffht&IlM (r 


(287) 0 0 2-5 4 3 0 9 3 

efolding buffer) (3 MJ^H, 1M Tris pH7. 3, 
0. 5M L-7;1/4^X 0. 5M NaCK 0. 1M NazHPO^ 1 

mM mftf^z^y (gsh) ) t^sru ZLrmwe- m^y*^- 

F Lfco WfM&Lfc6-H i sry FX£f->3\ PBS, pH7. 4tCjftL 

T'M'si-e+^Hc^/f Lfco Wf z> ntc $ y >\ >? & 6 - h i siyHx^f> 

«U "Jr£14T£D, frO^M^rF^OSDS-PAGE^r (CclT\ 6- 
Hi s x>FX^fy«#-©2 0 k D a<D/Sy F £ LT^ij£ft£) fclS-^V 

[0 8 4 8] 

(b. xy Fx^y©«Wr£ft) 

i^L/c6-H i s^yY^^yt^^mzm^^t^o\mmmt 

sXVFX^fy?:liU ^LT^ye>n^3 0©^&3ftj£ffflJMy (Be 
nd37-)XTOffi;ABAE, ^>*Ml*IJ£« ! U V E C , H 

hP^^«) fcl'V+ri^-FLfco ^0-7i-L/>->7^y (OP 
D) tm^fr&fcXhU-fhr^iSy-^M^i/?-^ &J;tf4 9 0 nm 

[0 8 4 9] 

m&mm^mmt, (e^f--;wb6-H i s ) x>Fx^f->^ -rytf f 

fco tfc, fg^L/cxyFX^^y (ilSL) tt, Bend3«I)iaW 
^IS^co^T, £Wx;WLxy FX*f-y£M£1-£££^£nfc 0 
[0 8 5 0] 

(C. SMPTfeJ;rj2- I T^«2 C 3t^"r5xVh*X^f 

) 

N' N-i/?Li-fr*)ll±T^ F (DM F) MM 4 -X^> >>y^ ^ i/fr** 
z/tulft-fr-a-tT-fr-a- (2-if U^;l/^f-*) -F;bxy (SMPT 
) 3\ 2C3 I gG^, 5:1 (SMPT : 2C3) M;W±T«]U 


(288) #^20 0 2-5 4 3 09 3 

T5mM EDTAfcWTSPBS (PBSE) ^\ %M (RT) \ZX 1 Effl 
-ry^a^-hb/to WSMPT^ PBS ET1t?G 2 5t^X»^P 
•x'h^7^-^ c fcD^DIt^fco IrH$£, 7>)X6-Hi slVFX^m 
, 2— Y^/f-^y (2-IT, T r a u t ' sMM) t, 1 : 5 (iy FX 
2-1 T) <OtMbT:\ R T £T 1 Btt^I-T >+a^- F b/c Q II©2 
-IT^ PBS Xm$?u^ h J-\c&K>Wffi^rz 0 

[0 8 5 1] 

SMPT{iff|i2 C 3£, 2- I T-fi0fP6-H i sxyFX^fy^^U 

3- 5 m 1 fcTifliU ; eLT^^^JIM"CRTtCT2 4 BtP^ y^a^- F 
bfc 0 SDS-PAGE T^flr bfco 2C3-SMPT^ 

[0 8 5 2] 

(D. SMCCfe«ktfSATA^fS2C 3^i> FX^fy^) 
N-X^v'W^v'Vl/S-T-trf-^f-^T-trf— F (SATA) £ x 6-Hi 
s-x>HX^t 6 : 1 (SATA :x>FX^fy) O^WtT^^c 
T3 OtfU^y+a^-hLfco WSATA^ PBS ET1t9 G 2 5+J--T 
n v h 7 ^ -C £ 0 ^ D Bfc^fco P B S E S A T A^ffp 6 - H 
i sxyFx^fy^ 4. 0m 1 Itlib, ^bTO. 4mi^7-trf L ;Wb 
mrS ( 0 . lMtlFo^W^y) b fc 0 ?H^l£^7^C T 2 > 

+ a^-Mfc c PB#t, PBSEtfC»2C3 I gG§, X^V^vVl/ 

4- (N-TU^ hVf-;!/) v^n^^y- 1 -£>)lt^>l/-b (SMC 
C) £:±t^ 1 : 5 (2C3 : SMCC) (D^JlttKT'C y*a.^- F bfc G 31 
i©SMC C«\ PBS ET1t9 G 2 5^Xll^n?F!/77^}aW 

[0 8 5 3] 

UT^MtS AT Affl^xy FX£^y£\ S MC C{ff|52 C 3 £ 
^y+a^-hU a5mg/m 1 Ol^/^IItllMTTilL, * 

Lxm^t^mnnRTicr-m^ y^a^- f bfc 0 sds-pag 


(289) $£2 0 0 2-5 4 3 0 9 3 

E-emftLfco $ffi&Mt2 C 3-MC C«\ 2 C 3 -x> KX^y^ftfr 
^ PBS E4>£k\^U y77Y-f^-*7A^n7h^77^-taD^ l 9 

[0 8 5 4] 

(E. 2 C 3fe£l/xy HX^f-yOM^-^y/^M) 

x^X&^tft: hOXVFX^^X &£tf£2 C 3fcOV>T0DNAffiW 
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SEQUENCE LISTING 
<110> BOARD OF REGENTS, THE UNIVERSITY OF TEXAS SYSTEM 

. <120> COMPOSITIONS AND METHODS FOR CANCER TREATMENT BY SELECTIVELY INHIBITING 
VEGF 

<130> 4001.002510 

<140> UNKNOWN 
<141> 2000-04-28 

<150> 60/131,432 
<151> 1999-04-28 

<160> 44 

<170> Patent In Ver, 2-0 

<210> 1 

<211> 2149 

<212> DNA 

<213> Homo sapiens 

<400> 1 

cagctgactc aggcaggctc catgctgaac ggtcacacag agaggaaaca ataaatctca 60 

gctactatgc aataaatatc tcaagtttta acgaagaaaa acatcattgc agtgaaataa 120 

aaaattttaa aattttagaa caaagctaac aaatggctag ttttctatga ttcttcttca 180 

aacgctttct ttgaggggga aagagtcaaa caaacaagca gttttacctg aaataaagaa 240 

ctagttttag aggtcagaag aaaggagcaa gttttgcgag aggcacggaa ggagtgtgct 300 

ggcagtacaa tgacagtttt cctttccttt gctttcctcg ctgccattct gactcacata 360 

gggtgcagca atcagcgccg aagtccagaa aacagtggga gaagatataa ccggattcaa 420 

catgggcaat gtgcctacac tttcattctt ccagaacacg atggcaactg tcgtgagagt 480 

acgacagacc agtacaacac aaacgctctg cagagagatg ctccacacgt ggaaccggat 540 

ttctcttccc agaaacttca acatctggaa catgtgatgg aaaattatac tcagtggctg 600 

caaaaacttg agaattacat tgtggaaaac atgaagtcgg agatggccca gatacagcag 660 

aatgcagttc agaaccacac ggctaccatg ctggagatag gaaccagcct cctctctcag 720 

actgcagagc agaccagaaa gctgacagat gttgagaccc aggtactaaa tcaaacttct 780 

cgacttgaga tacagctgct ggagaattca ttatccacct acaagctaga gaagcaactt 840 

cttcaacaga caaatgaaat cttgaagatc catgaaaaaa acagtttatt agaacataaa 900 

afccttagaaa tggaaggaaa acacaaggaa gagttggaca ccttaaagga agagaaagag 960 

aaccttcaag gcttggttac tcgtcaaaca tatataatcc aggagctgga aaagcaatta 1020 

aacagagcta ccaccaacaa cagtgtcctt cagaagcagc aactggagct gatggacaca 1080 

gtccacaacc ttgtcaatct ttgcactaaa gaaggtgttt tactaaaggg aggaaaaaga 1140 

gaggaagaga aaccatttag agactgtgca gatgtatatc aagctggttt taataaaagt 1200 

ggaatctaca ctatttatat taataatatg ccagaaccca aaaaggtgtt ttgcaatatg 1260 

gatgtcaatg ggggaggttg gactgtaata caacatcgtg aagatggaag tctagatttc 1320 

caaagaggct ggaaggaata taaaatgggt tttggaaatc cctccggtga atattggctg 1380 

gggaatgagt ttatttttgc cattaccagt cagaggcagt acatgctaag aattgagtta 1440 

atggactggg aagggaaccg agcctattca cagtatgaca gattccacat aggaaatgaa 1500 

aagcaaaact ataggttgta tttaaaaggt cacactggga cagcaggaaa acagagcagc 1560 

ctgatcttac acggtgctga tttcagcact aaagatgctg ataatgacaa ctgtatgtgc 1620 

aaatgtgccc tcatgttaac aggaggatgg tggtttgaCg cttgtggccc ctccaatcta 1680 

aatggaatgt tctatactgc gggacaaaac catggaaaac tgaatgggat aaagtggcac 174 0 

tacttcaaag ggcccagtta ctccttacgt tccacaacta tgatgattcg acctttagat 1800 

ttttgaaagc gcaatgtcag aagcgattat gaaagcaaca aagaaatccg gagaagctgc 18 60 

caggtgagaa actgtttgaa aacttcagaa gcaaacaata ttgtctccct tccagcaata 1920 
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agtggtagtt atgtgaagtc accaaggttc ttgaccgtga atctggagcc gtttgagttc 1980 

acaagagtct ctacttgggg tgacagtgct cacgtggctc gactatagaa aactccactg 2040 

actgtcgggc tttaaaaagg gaagaaactg ctgagcttgc tgtgcttcaa actactactg 2100 

gaccttattt tggaactatg gtagccagat gataaatatg gttaatttc 2149 

<210> 2 

<211> 498 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Thr Val Phe Leu Ser Phe Ala Phe Leu Ala Ala lie Leu Thr His 
15 10 15 

lie Gly Cys Ser Asn Gin Arg Arg Ser Pro Glu Asn Ser Gly Arg Arg 
20 25 30 

Tyr Asn Arg lie Gin His Gly Gin Cys Ala Tyr Thr PIv:: He Leu Pro 
35 40 45 

Glu His Asp Gly Asn Cys Arg Glu Ser Thr Thr Asp Gin Tyr Asn Thr 
50 55 60 

Asn Ala Leu Gin Arg Asp Ala Pro His Val Glu Pro Asp Phe Ser Ser 
65 70 75 80 

Gin Lys Leu Gin His Leu Glu His Val Met Glu Asn Tyr Thr Gin Trp 
85 90 95 

Leu Gin Lys Leu Glu Asn Tyr He Val Glu Asn Met Lys Ser Glu Met 
100 105 110 

Ala Gin He Gin Gin Asn Ala Val Gin Asn His Thr Ala Thr Met Leu 
115 120 125 

Glu He Gly Thr Ser Leu Leu Ser Gin Thr Ala Glu Gin Thr Arg Lys 
130 135 140 

Leu Thr Asp Val Glu Thr Gin Val Leu Asn Gin Thr Ser Arg Leu Glu 
145 150 155 160 

He Gin Leu Leu Glu Asn Ser Leu Ser Thr Tyr Lys Leu Glu Lys Gin 
165 170 175 

Leu Leu Gin Gin Thr Asn Glu He Leu Lys He His Glu Lys Asn Ser 
180 185 190 

Leu Leu Glu His Lys He Leu Glu Met Glu Gly Lys His Lys Glu Glu 
195 200 205 

Leu Asp Thr Leu Lys Glu Glu Lys Glu Asn Leu Gin Gly Leu Val Thr 
210 215 220 


Arg Gin Thr Tyr He He Gin Glu Leu Glu Lys Gin Leu Asn Arg Ala 
225 230 235 240 
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Thr Thr Asn Asn Ser Val Leu Gin Lys Gin Gin Leu Glu Leu Met Asp 
245 250 255 

Thr Val Bis Asn Leu Val Asn Leu Cys Thr Lys Glu Gly Val Leu Leu 
260 265 270 

Lys Gly Gly Lys Arg Glu Glu Glu Lys Pro Phe Arg Asp Cys Ala Asp 
275 280 285 

Val Tyr Gin Ala Gly Phe Asn Lys Ser Gly lie Tyr Thr lie Tyr lie 
290 295 300 

Asn Asn Met Pro Glu Pro Lys Lys Val Phe Cys Asn Met Asp Val Asn 
305 310 315 320 

Gly Gly Gly Trp Thr Val lie Gin His Arg Glu Asp Gly Ser Leu Asp 
325 330 335 

Phe Gin Arg Gly Trp Lys Glu Tyr Lys Met Gly Phe Gly Asn Pro Ser 
340 345 350 

Gly Glu Tyr Trp Leu Gly Asn Glu Phe He Phe Ala He Thr Ser Gin 
355 360 • 365 

Arg Gin Tyr Met Leu Arg lie Glu Leu Met Asp Trp Glu Gly Asn Arg 
370 375 380 

Ala Tyr Ser Gin Tyr Asp Arg Phe His He Gly Asn Glu Lys Gin Asn 
385 390 395 400 

Tyr Arg Leu Tyr Leu Lys Gly His Thr Gly Thr Ala Gly Lys Gin Ser 
405 410 415 

Ser Leu He Leu His Gly Ala Asp Phe Ser Thr Lys Asp Ala Asp Asn 
420 425 430 

Asp Asn Cys Met Cys Lys Cys Ala Leu Met Leu Thr Gly Gly Trp Trp 
435 440 445 

Phe Asp Ala Cys Gly Pro Ser Asn Leu Asn Gly Met Phe Tyr Thr Ala 
450 455 460 

Gly Gin Asn His Gly Lys Leu Asn Gly He Lys Trp His Tyr Phe Lys 
465 470 475 480 

Gly Pro Ser Tyr Ser Leu Arg Ser Thr Thr Met Met He Arg Pro Leu 
485 490 495 


Asp Phe 


<210> 3 

<211> 2269 

<212> DNA 

<213> Homo sapiens 
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<400> 3 

tgggttggtg tttatctcct cccagccttg 
agagaggaac aaaggaccgt gaaagctgct 
agcaggactg ttcttcccac tgcaatctga 
cagtaaaaac caggtttgct actggaaaaa 
cagccatggc agcgtagcag ccctgcgttt 
gtgtttgccc tcaagtttgc taagctgctg 
tgttttcttt actctgagct gtgatcttgt 
gagcatggac agcataggaa agaagcaata 
tttcctcctg ccagagatgg acaactgccg 
tgtgcagagg gacgcgccgc tcgaatacga 
gaacatcatg gaaaacaaca ctcagtggct 
catgaagaaa gaaatggtag agatacagca 
gatagaaata gggacaaacc tgttgaacca 
tgtggaagcc caagtattaa atcagaccac 
cctctcgaca aacaaattgg aaaaacagat 
gcaagataag aacagtttcc tagaaaagaa 
ccaactacag tcaataaaag aagagaaaga 
ttccatcatt gaagaactag aaaaaaaaat 
tcaaaagcag caacatgatc tcatggagac 
atcaaactca gctaaggacc ccactgttgc 
tgctgaagta ttcaaatcag gacacaccac 
ttctacagaa gagatcaagg cctactgtga 
tattcagcga cgtgaggatg gcagcgttga 
gggatttggt aacccttcag gagaatattg 
taatcagcaa cgctatgtgc ttaaaataca 
ctcattgtat gaacatttct atctctcaag 
aggacttaca gggacagccg gcaaaataag 
cacaaaggat ggagacaacg acaaatgtat 
ctggtggttt gatgcatgtg gtccttccaa 
gaacacaaat aagttcaacg gcattaaatg 
caaggccaca accatgatga tccgaccagc 
aactgtctcg aactattttc aaagacttaa 
ctgtgtcctc ttccaccaca gagggcgtgt 
gattagagcc tgtaaacttt atcacttaaa 
cctaaacatc cataattgtg attagacaga 
gaatcagact gacagtttac agacgctgct 
atcagtaaat aactggaaaa cagaacactt 
gcattcttct gagcactgtt tatacactgt 


agggagggaa caacactgta ggatctgggg 60 
ctgtaaaagc tgacacagcc ctcccaagtg 120 
cagtttactg catgcctgga gagaacacag 180 
gaggaaagag aagactttca ttgacggacc 240 
cagacggcag cagctcggga ctctggacgt 300 
gtttattact gaagaaagaa tgtggcagat 360 
cttggccgca gcctataaca actttcggaa 420 
tcaggtccag catgggtcct gcagctacac 480 
ctcttcctcc agcccctacg tgtccaatgc 540 
tgactcggtg cagaggctgc aagtgctgga 600 
aatgaagctt gagaattata tccaggacaa 660 
gaatgcagta cagaaccaga cggctgtgat 720 
aacagctgag caaacgcgga agttaactga 780 
gagacttgaa cttcagctct tggaacactc 840 
tttggaccag accagtgaaa taaacaaatt 900 
ggtgctagct atggaagaca agcacatcat 960 
tcagctacag gtgttagtat ccaagcaaaa 1020 
agtgactgcc acggtgaata attcagttct 1080 
agttaataac ttactgacta tgatgtccac 1140 
taaagaagaa caaatcagct tcagagactg 1200 
aaatggcatc tacacgttaa cattccctaa 1260 
catggaagct ggaggaggcg ggtggacaat 1320 
ttttcagagg acttggaaag aatataaagt 1380 
gctgggaaat gagtttgttt cgcaactgac 14 40 
ccttaaagac tgggaaggga atgaggctta 1500 
tgaagaactc aattatagga ttcaccttaa 1560 
cagcatcagc caaccaggaa atgattttag 1620 
ttgcaaatgt tcacaaatgc taacaggagg 1680 
cttgaacgga atgtactatc cacagaggca 1740 
gtactactgg aaaggctcag gctattcgct 1800 
agatttctaa acatcccagt ccacctgagg 1860 
gcccagtgca ctgaaagtca cggctgcgca 1920 
gctcggtgct gacgggaccc acatgctcca 1980 
cttgcatcac ttaacggacc aaagcaagac 2040 
acacctatgc aaagatgaac ccgaggctga 2100 
gtcacaacca agaatgttat gtgcaagttt 2160 
atgttataca atacagatca tcttggaact 2220 
gtaaataccc atatgtcct 2269 


<210> 4 
<211> 496 ■ 
<212> PRT 

<213> Homo sapiens 
<400> 4 

Met Trp Gin lie Val Phe Phe Thr Leu Ser Cys Asp Leu Val Leu Ala 
15 10 15 

Ala Ala Tyr Asn Asn Phe Arg Lys Ser Met Asp Ser lie Gly Lys Lys 
20 25 30 

Gin Tyr Gin Val Gin His Gly Ser Cys Ser Tyr Thr Phe Leu Leu Pro 
35 40 45 

Glu Met Asp Asn Cys Arg Ser Ser Ser Ser Pro Tyr Val Ser Asn Ala 
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50 


55 


60 


Val Gin Arg Asp Ala Pro Leu Glu Tyr Asp Asp Ser Val Gin Arg Leu 
65 70 75 80 

Gin Val Leu Glu Asn He Met Glu Asn Asn Thr Gin Trp Leu Met Lys 
85 90 95 

Leu Glu Asn Tyr He Gin Asp Asn Met Lys Lys Glu Met Val Glu He 
100 105 HO 

Gin Gin Asn Ala Val Gin Asn Gin Thr Ala Val Met He Glu He Gly 
115 120 125 

Thr Asn Leu Leu Asn Gin Thr Ala Glu Gin Thr Arg Lys Leu Thr Asp 
130 135 140 

Val Glu Ala Gin Val Leu Asn Gin Thr Thr Arg Leu Glu Leu Gin Leu 
145 150 155 160 

Leu Glu His Ser Leu Ser Thr Asn Lys Leu Glu Lys Gin He Leu Asp 
165 170 175 

Gin Thr .Ser Glu He Asn Lys Leu Gin Asp Lys Asn Ser Phe Leu Glu 
180 185 190 

Lys Lys Val Leu Ala Met Glu Asp Lys His He He Gin Leu Gin Ser 
195 200 205 

He Lys Glu Glu Lys Asp Gin Leu Gin Val Leu Val Ser Lys Gin Asn 
210 215 220 

Ser He He Glu Glu Leu Glu Lys Lys He Val Thr Ala Thr Val Asn 
225 230 235 240 

Asn Ser Val Leu Gin Lys Gin Gin His Asp Leu Met Glu Thr Val Asn 
245 250 255 

Asn Leu Leu Thr Met Met Ser Thr Ser Asn Ser Ala Lys Asp Pro Thr 
260 265 270 

Val Ala Lys Glu Glu Gin He Ser Phe Arg Asp Cys Ala Glu Val Phe 
275 280 285 

Lys Ser Gly His Thr Thr Asn Gly He Tyr Thr Leu Thr Phe Pro Asn 
290 295 300 

Ser Thr Glu Glu lie Lys Ala Tyr Cys Asp Met Glu Ala Gly Gly Gly 
305 310 315 320 

Gly Trp Thr He lie Gin Arg Arg Glu Asp Gly Ser Val Asp Phe Gin 
325 330 335 

Arg Thr Trp Lys Glu Tyr Lys Val Gly Phe Gly Asn Pro Ser Gly Glu 
340 345 350 

Tyr Trp Leu Gly Asn Glu Phe Val Ser Gin Leu Thr Asn Gin Gin Arg 
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355 


360 


365 


Tyr Val Leu Lys lie His Leu Lys Asp Trp Glu Gly Asn Glu Ala Tyr 
370 375 380 

Ser Leu Tyr Glu His Phe Tyr Leu Ser Ser Glu Glu Leu Asn Tyr Arg 
385 390 395 400 

lie His Leu Lys Gly Leu Thr Gly Thr Ala Gly Lys lie Ser Ser He 
405 410 415 

Ser Gin Pro Gly Asn Asp Phe Ser Thr Lys Asp Gly Asp Asn Asp Lys 
420 425 430 

Cys He Cys Lys Cys Ser Gin Met Leu Thr Gly Gly Trp Trp Phe Asp 
435 440 445 

Ala Cys Gly Pro Ser Asn Leu Asn Gly Met Tyr Tyr Pro Gin Arg Gin 
450 455 460 

Asn Thr Asn Lys Phe Asn Gly He Lys Trp Tyr Tyr Trp Lys Gly Ser 
465 470 475 480 

Gly Tyr Ser Leu Lys Ala Thr Thr Met Met He Arg Pro Ala Asp Phe 


<210> 5 

<211> 495 

<212> PRT 

<213> Homo sapiens 

<4 00> 5 

Met Trp Gin He Val Phe Phe Thr Leu Ser Cys Asp Leu Val Leu Ala 
15 10 15 

Ala Ala Tyr Asn Asn Phe Arg Lys Ser Met Asp Ser He Gly Lys Lys 
20 25 30 

Gin Tyr Gin Val Gin His Gly Ser Cys Ser Tyr Thr Phe Leu Leu Pro 
35 40 45 

Glu Met Asp Asn Cys Arg Ser Ser Ser Ser Pro Tyr Val Ser Asn Ala 
50 55 60 

Val Gin Arg Asp Ala Pro Leu Glu Tyr Asp Phe Ser Ser Gin Lys Leu 
65 70 75 80 

Gin His Leu Glu His Val Met Glu Asn Tyr Thr Gin Trp Leu Gin Lys 
85 90 95 

Leu Glu Asn Tyr He Val Glu Asn Met Lys Ser Glu Met Ala Gin He 
100 105 110 

Gin Gin Asn Ala Val Gin Asn His Thr Ala Thr Met Leu Glu He Gly 


485 


4 90 


495 


115 


120 


125 
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Thr Ser Leu Leu Ser Gin Thr Ala Glu Gin Thr Arg Lys Leu Thr Asp 
130 135 140 

Val Glu Thr Gin Val Leu Asn Gin Thr Ser Arg Leu Glu He Gin Leu 
14 5 150 155 160 

Leu Glu Asn Ser Leu Ser Thr Tyr Lys Leu Glu Lys Gin Leu Leu Gin 
165 170 175 

Gin Thr Asn Glu lie Leu Lys He His Glu Lys Asn Ser Leu Leu Glu 
180 185 190 

His Lys lie Leu Glu Met Glu Gly Lys His Lys Glu Glu Leu Asp Thr 
195 200 205 

Leu Lys Glu Glu Lys Glu Asn Leu Gin Gly Leu Val Thr Arg Gin Thr 
210 215 220 

Tyr He He Gin Glu Leu Glu Lys Gin Leu Asn Arg Ala Thr Thr Asn 
225 230 235 240 

Asn Ser Val Leu Gin Lys Gin Gin Leu Glu Leu Met Asp Thr Val His 
245 250 255 

> 

Asn Leu Val Asn Leu Ser Thr Lys Glu Gly Val Leu Leu Lys Gly Gly 
260 265 270 

Lys Arg Glu Glu Glu Lys Pro Phe Arg Asp Cys Ala Asp Val Tyr Gin 
275 280 285 

Ala Gly Phe Asn Lys Ser Gly He Tyr Thr He Tyr He Asn Asn Met 
290 295 300 

Pro Glu Pro Lys Lys Val Phe Cys Asn Met Asp Val Asn Gly Gly Gly 
305 310 315 320 

Trp Thr Val He Gin His Arg Glu Asp Gly Ser Leu Asp Phe Gin Arg 
325 330 335 

Gly Trp Lys Glu Tyr Lys Met Gly Phe Gly Asn Pro Ser Gly Glu Tyr 
340 345 350 

Trp Leu Gly Asn Glu Phe He Phe Ala He Thr Ser Gin Arg Gin Tyr 
355 360 365 

Met Leu Arg He Glu Leu Met Asp Trp Glu Gly Asn Arg Ala Tyr Ser 
370 375 380 

Gin Tyr Asp Arg Phe His He Gly Asn Glu Lys Gin Asn Tyr Arg Leu 
385 390 395 400 

Tyr Leu Lys Gly His Thr Gly Thr Ala Gly Lys Gin Ser Ser Leu lie 
405 410 415 


Leu His Gly Ala Asp Phe Ser Thr Lys Asp Ala Asp Asn Asp Asn Cys 
420 425 430 
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Met Cys Lys Cys Ala Leu Met Leu 
435 440 

Cys Gly Pro Ser Asn Leu Asn Gly 
450 455 

His Gly Lys Leu Asn Gly lie Lys 
465- 470 

Tyr Ser Leu Arg Ser Thr Thr Met 
485 


Thr Gly Gly Trp Trp Phe Asp Ala 
445 

Met Phe Tyr Thr Ala Gly Gin Asn 
460 

Trp His Tyr Phe Lys Gly Pro Ser 
475 480 

Met He Arg Pro Leu Asp Phe 
490 495 


<210> 6 
<211> 381 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
OLIGONUCLEOTIDE 

<400> 6 

aagcttcagg tgcaactgca ggagtctgga cctgagctgg taaagcctgg ggcttcagtg 60 
aagatgtcct gcaaggcttc tggatacaca ttcactagct atgttttcca ctgggtgaag 120 
cagaaacctg ggcagggcct tgagtggatt ggatatatta atccttacaa tgatgttact 180 
aagtacaatg agaagttcaa aggcaaggcc acactgactt cagacaaatc ctccagcaca 240 
gcctacatgg agctcagcag cctgacctct gaggactctg cggtctatta ctgtgcaagc 300 
tactacggta gtagttacgg atactatgct atggacgact ggggccaagg gaccacggtc 360 
accgtttcct ctggcggtgg c 381 


<210> 7 
<211> 127 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 7 

Lys Leu Gin Val Gin Leu Gin Glu Ser Gly Pro Glu Leu Val Lys Pro 
15 10 15 

Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr 
20 25 30 

Ser Tyr Val Phe His Trp Val Lys Gin Lys Pro Gly Gin Gly Leu Glu 
35 40 45 

Trp He Gly Tyr He Asn Pro Tyr Asn Asp Val Thr Lys Tyr Asn Glu 
50 55 60 


Lys Phe Lys Gly Lys Ala Thr Leu 
65 70 


Thr Ser Asp Lys Ser Ser Ser Thr 
75 80 


^g20O2-543O93 


Ala Tyr Met Glu Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr 
85 90 95 

Tyr Cys Ala Ser Tyr Tyr Gly Ser Ser Tyr Gly Tyr Tyr Ala Met Asp 
1Q0 105 110 


Asp Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser Gly Gly Gly 
115 120 125 


<210> 8 
<211> 347 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
OLIGONUCLEOTIDE 

<400> 8 

gacatccagc tgacgcagtc tccagcatcc ctgagtgtgt cagcaggaga gaaggtcact 60 
atgagctgca agtccagtca gagtctgtta aacagtggaa atcaaaagaa ctacttggcc 120 
tggtatcagc agaaaccagg gcagcctcct aaactgttga tccacggggc atccactagg 180 
gaatctgggg tccctgatcg cttcacaggc agtggatctg gaaccgattt cactcttacc 240 
atcagcagtg tgcaggctga agacctggca gtttattact gtcagaatga ttatagttat 300 
cctctcacgt tcggtgctgg caccaagctg gaactgaaac gtctaga 34 7 


<210> 9 
<211> 115 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 9 

Asp lie Gin Leu Thr Gin Ser Pro Ala Ser Leu Ser Val Ser Ala Gly 
15 10 15 

Glu Lys Val Thr Met Ser Cys Lys Ser Ser Gin Ser Leu Leu Asn Ser 
20 25 30 

Gly Asn Gin Lys Asn Tyr Leu Ala Trp Tyr Gin Gin Lys Pro Gly Gin 
35 40 45 

Pro Pro Lys Leu Leu He His Gly Ala Ser Thr Arg Glu Ser Gly Val 
50 55 60 

Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr 
65 70 75 80 

He Ser Ser Val Gin Ala Glu Asp Leu Ala Val Tyr Tyr Cys Gin Asn 
85 90 95 


Asp Tyr Ser Tyr Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu 
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100 


105 


110 


Lys Arg Leu 
115 


<210> 10 
<211> 26 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 10 

Ala Pro Met Ala Glu Gly Gly Gly Gin Asn His His Glu Val Val Lys 
15 10 15 

Phe Met Asp Val Tyr Gin Arg Ser Tyr Cys 
20 25 


<210> 11 
<211> 25 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 11 

Ala Pro Met Ala Glu Gly Glu Gin Lys Pro Arg Glu Val Val Lys Phe 
15 10 15 

Met Asp Val Tyr Lys Arg Ser Tyr Cys 
20 25 


<210> 12 
<211> 573 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
OLIGONUCLEOTIDE 

<220> 

<221> CDS 

<222> (1) . . (573) 

<400> 12 

atg cat cac cat cac cat cac cat act cat cag gac ttt cag cca gtg 4 8 

Met His His His His His His His Thr His Gin Asp Phe Gin Pro Val 

15 10 15 


(324) ft^2 00 2-543093 


etc cac ctg gtg gca ctg aac acc ccc ctg tct gga ggc atg cgt ggt 96 
Leu His Leu Val Ala Leu Asn Thr Pro Leu Ser Gly Gly Met Arg Gly 
20 25 30 

ate cgt gga gca gat ttc cag tgc ttc cag caa gec cga gec gtg ggg 144 
lie Arg Gly Ala Asp Phe Gin Cys Phe Gin Gin Ala Arg Ala Val Gly 
35 40 45 

ctg teg ggc acc ttc egg get ttc ctg tec tct agg ctg cag gat etc 192 
Leu Ser Gly Thr Phe Arg Ala Phe Leu Ser Ser Arg Leu Gin Asp Leu 
50 55 60 

tat age ate gtg cgc cgt get gac egg ggg tct gtg ccc ate gtc aac 240 
Tyr Ser lie Val Arg Arg Ala Asp Arg Gly Ser Val Pro He Val Asn 
65 70 75 80 

ctg aag gac gag gtg eta tct ccc age tgg gac tec ctg ttt tct ggc 288 
Leu Lys Asp Glu Val Leu Ser Pro Ser Trp Asp Ser Leu Phe Ser Gly 
85 90 95 

tec cag ggt caa ctg caa ccc ggg gec cgc ate ttt tct ttt gac ggc 336 
Ser Gin Gly Gin Leu Gin Pro Gly Ala Arg He Phe Ser Phe Asp Gly 
100 105 110 

aga gat gtc ctg aga cac cca gee tgg ccg cag aag age gta tgg cac 384 
Arg Asp Val Leu Arg His Pro Ala Trp Pro Gin Lys Ser Val Trp His 
115 120 125 

ggc teg gac ccc agt ggg egg agg ctg atg gag agt tac tgt gag aca 432 
Gly Ser Asp Pro Ser Gly Arg Arg Leu Met Glu Ser Tyr Cys Glu Thr 
130 135 140 

tgg cga act gaa act act ggg get aca ggt cag gee tec tec ctg ctg 480 
Trp Arg Thr Glu Thr Thr Gly Ala Thr Gly Gin Ala Ser Ser Leu Leu 
145 150 155 160 

tea ggc agg etc ctg gaa cag aaa get gcg age tgc cac aac age tac 528 
Ser Gly Arg Leu Leu Glu Gin Lys Ala Ala Ser Cys His Asn Ser Tyr 
165 170 175 

ate gtc ctg tgc att gag aat age ttc atg acc tct ttc tec aaa 573 
He Val Leu Cys He Glu Asn Ser Phe Met Thr Ser Phe Ser Lys 
180 185 190 

<210> 13 
<211> 191 
<212> PRT 

<213> Artificial Sequence 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 


<400> 13 

Met His His His His His His His Thr His Gin Asp Phe Gin Pro Val 
15 10 15 


^2 00 2-543093 


Leu His Leu Val Ala Leu Asn Thr Pro Leu Ser Gly Gly Met Arg Gly 
20 25 30 

He Arg Gly Ala Asp Phe Gin Cys Phe Gin Gin Ala Arg Ala Val Gly 
35 40 45 

Leu Ser Gly Thr Phe Arg Ala Phe Leu Ser Ser Arg Leu Gin Asp Leu 
50 55 60 

Tyr Ser He Val Arg Arg Ala Asp Arg Gly Ser Val Pro He Val Asn 
65 70 75 80 

Leu Lys Asp Glu Val Leu Ser Pro Ser Trp Asp Ser Leu Phe Ser Gly 
85 90 95 

Ser Gin Gly Gin Leu Gin Pro Gly Ala Arg He Phe Ser Phe Asp Gly 
100 105 110 

Arg Asp Val Leu Arg His Pro Ala Trp Pro Gin Lys Ser Val Trp His 
115 120 125 

Gly Ser Asp Pro Ser Gly Arg Arg Leu Met Glu Ser Tyr Cys Glu Thr 
130 135 140 

Trp Arg Thr Glu Thr Thr Gly Ala Thx Gly Gin Ala Ser Ser Leu Leu 
145 150 155 160 

Ser Gly Arg Leu Leu Glu Gin Lys Ala Ala Ser Cys His Asn Ser Tyr 
165 170 175 

He Val Leu Cys He Glu Asn Ser Phe Met Thr Ser Phe Ser Lys 
180 185 190 


<210> 14 
<211> 182 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 14 

His Ser His Arg Asp Phe Gin Pro Val Leu His Leu Val Ala Leu Asn 
15 10 15 

Ser Pro Leu Ser Gly Gly Met Arg Gly He Arg Gly Ala Asp Phe Gin 
20 25 30 

Cys Phe Gin Gin Ala Arg Ala Val Gly Leu Ala Gly Thr Phe Arg Ala 
35 40 45 

Phe Leu Ser Ser Arg Leu Gin Asp Leu Tyr Ser He Val Arg Arg Ala 
50 55 60 


(326) 
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Asp Arg Ala Ala Val Pro lie Val Asn Leu Lys Asp Glu Leu Leu Phe 
65 70 75 80 

Pro Ser Trp Glu Ala Leu Phe Ser Gly Ser Glu Gly Pro Leu Lys Pro 
85 90 95 

Gly Ala Arg He Phe Ser Phe Asp Gly Ly3 Asp Val Leu Arg His Pro 
100 105 HO 

Thr Trp Pro Gin Lys Ser Val Trp His Gly Ser Asp Pro Asn Gly Arg 
115 120 125 

Arg Leu Thr Glu Ser Tyr Cys Glu Thr Trp Arg Thr Glu Ala Pro Ser 
130 135 140 

Ala Thr Gly Gin Ala Ser Ser Leu Leu Gly Gly Arg Leu Leu Gly Gin 
145 150 155 160 

Ser Ala Ala Ser Cys His His Ala Tyr He Val Leu Cys He Glu Asn 
165 170 175 

Ser Phe Met Thr Ala Ser 
180 


<210> 15 
<211> 8 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 15 

Pro Arg Phe Lys He He Gly Gly 
1 5 


<210> 16 
<211> 8 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 16 

Pro Arg Phe Arg lie lie Gly Gly 
1 5 


<210> 17 
<211> 9 
<212> PRT 

<213> Artificial Sequence 


#^2002-543093 


<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 17 

Ser Ser Arg His Arg Arg Ala Leu Asp 
1 5 


<210> 18 
<211> 14 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 18 

Arg Lys Ser Ser He He He Arg Met Arg Asp Val Val Leu 
15 10 


<210> 19 
<211> 15 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 19 

Ser Ser Ser Phe Asp Lys Gly Lys Tyr Lys Lys Gly Asp Asp Ala 
1 5 10 15 


<210> 20 
<211> 15 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 20 

Ser Ser Ser Phe Asp Lys Gly Lys Tyr Lys Arg Gly Asp Asp Ala 
15 10 15 


<210> 21 
<211> 4 
<212> PRT 

<213> Artificial Sequence 


#^2 002-543093 


<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 21 
He Glu Gly Arg 
1 


<210> 22 
<211> 4 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 22 
He Asp Gly Arg 
1 


<210> 23 
<211> 7 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 23 

Gly Gly Ser He Asp Gly Arg 
1 5 


<210> 24 
<211> 6 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 24 

Pro Leu Gly Leu Trp Ala 
1 5 


<210> 25 
<211> 8 
<212> PRT 

<213> Artificial Sequence 


<220> 


#^2 00 2-543093 


<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<40O> 25 

Gly Pro Gin Gly He Ala Gly Gin 
1 5 


<210> 26 
<211> 8 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 26 

Gly Pro Gin Gly Leu Leu Gly Ala 
1 5 


<210> 21 
<211> 5 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 21 

Gly He Ala Gly Gin 
1 5 


<210> 28 
<211> 8 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 28 

Gly Pro Leu Gly He Ala Gly He 
1 5 


<210> 29 
<211> 8 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 


4fg 2002-543093 


PEPTIDE 
<400> 29 

Gly Pro Glu Gly Leu Arg Val Gly 
1 5 


<210> 30 
<2ll> 8 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 30 

Tyr Gly Ala Gly Leu Gly Val Val 
1 5 


<210> 31 
<211> 8 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 31 

Ala Gly Leu Gly Val Val Glu Arg 
1 5 


<210> 32 
<211> 8 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 32 

Ala Gly Leu Gly lie Ser Ser Thr 
1 5 


<210> 33 
<211> 8 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequencer SYNTHETIC 
PEPTIDE 


(331) 


^2 0 0 2- 5 4 3 0 9 3 


<4 0O> 33 

Glu Pro Gin Ala Leu Ala Met Ser 
1 5 


<210> 34 
<211> 8 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 34 

Gin Ala Leu Ala Met Ser Ala He 
1 5 


<210> 35 
<211> 8 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 35 

Ala Ala Tyr His Leu Val Ser Gin 
1 5 


<210> 36 
<211> 8 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 

<400> 36 

Met Asp Ala Phe Leu Glu Ser Ser 
1 5 


<210> 37 
<211> 8 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: SYNTHETIC 
PEPTIDE 


2C3H a b a ewve g v mfrmmmmt z> * abaeibw, m 

*<D7r^ft%Vifo$5&ZfO. 5nM V E G F (Dfe&TTigmZtlZo AU'&O 

mmit, ^xp-twi/7fy(^t^MTs (Owen' sum) (Dmmwik 


(332) <%B.2 0 0 2-5 4 3 0 9 3 

-;l/^x;l/t^ott^^;VT+fy^4^W^i: LT^^ti^o flit VEGF 
£ imWft b T*fflfla*ii$@ , r 3 C £ £ 0 £ ft , ^LT3yhn-;Wx 

VEGF I g GJn/f£ tbtmAb4. 6. 1 <fc tf ^©fliijffl £ LT 

I gG (3>hn-;H g G) ) t^t§iii*-7^^n 

2C3tt, E L I Z A £331, vf v E G F R 1 Tteft < V E G F R 2 £ V 
EGFfi^ny^lfto «7x;W, VEGFR 1 (F 1 t-l/F c) ^fc 
(iVEGFR2 (s F 1 k-1) OSHJSft F^-T ^fflt^tn- h 2 ft, #<^T 
x lnMOfSVEGFA\ £fc& 1 0 0 n MSfcli 1 0 0 0 n M0(/^-fftfr<7) 
, ^2ftfcl gG#£TT\ VEGFt^^a^-h^tlfco 7° 
U-h£, 1 /i g/m 1 ©WSiVE G F (A- 2 0, Santa Cruz 

Biotechnology, Inc.) t^K^y^-a.^— Y L, ^LT^ 

3^fcttSffifrett£*fMfc:5i5 (p<0. 0 0 2) f^fo 
[0 3 A] 

2 C 3&, Ml^SaMn-^^HM^^^Pfl^-r^o 03 A : 1X10 
'NCI-H3 5 8 NSCLCIIW, 0BB£, nu/nu^^X^T 
tZMZtlfZo HI 3 B : 5 X 1 o" A67 3Wtm^mmmti\ 0 B n u 
/n u^X^j£T&lft£ftfco ^Xti, ^<7)t£, IB 10, 1H£2|hI, fx 
£ftfc I g G£J»jgftk:?4#J£ft/co 2C3^ -fflilOO, 10, tfctel 

g/?£irZ:-^*.5>ft, i»1fStt©3yhD-;HgG (03 A) 

&&zf3 e 7 cm 3 b) # 100// g/m^^^>nrz 0 mm*, -m 

©IKM»^ftLT^£ft£#\ ££>ffl^ (2 6BB) O^BKO^TtD-r- 


(333) ®g2 0 0 2-5 4 3 0 9 3 

!3Btl3t^mo 
[03 B] 

2C3a, n hmmmmmfr<D'C>\£#mm*mm?&o 03 a : uio 

? NCI-H3 5 8 NSCLCUfflflStf, OSBtc, nu/nuTW^T 
a^^tlfco 038:5X10" A67 3 ffl&.Wifammi&t)\ O0lt, n u 
/nu-WXtplzj&TF&ttZtirco ^Xte, 1H1HU 31^20, ^ 

£ftfcl gGfcjgj&rtfc&lteftfco 2C3^ -fflllOO, 10, Sfc&l 
|/g/ftltT^5tl, -77, i»1flttJ)3>hn-;HgG (03A) 
feJ:t;3 E 7 (03 B) 10 0// g/&i^4x.£>ftfc 0 JH»£* -M 

©IB^8!l!flk:ttLT^£ftS#. ilOi^ (2 6B@) »BtOl^T©f- 
£ti, 13BtU>Ti?tl^o 
[0 4] 

2 C 3&lgkt S$il$nfcH hNC I-H358 NSCL Cffi&gffl&Mfr 
©*#££«4>£"£So V^X{£W£TNC I-H3 5 8M Uzt-gtflS&Z 
3 0 0-4 5 Omm 3 ) & % TKZftfcft&V, 5 0 /i g 1 0 0 g 0\ 2 

C3 (n= 1 4K mA b 4. 6. 1 (n = 5), 3E7 (n= 1 2) £fc&3 
>hn-;H g G (n = 9) £fflt>T, HIS ft & c 1 16B^t>fcD 

[05] 

siiE^nfc t hmmmw&M)n<D 2C3fc£tf2E3 mmcDUMo 0 5 a : v 

^XG^f&TNC I — H 3 5 8MM Cfc^tffcJ:* 4 5 0 mm 3 ) t>\ 2 C 3 
(n = 6) £fc&3E7 (n = 4) fcffl^T&SSftfco (T) M\ ItMfi 

£#*5ns 5 o o /i g© i g Gfr£££g*o0$as&i$t, mirths. e>n 

§ 1 0 0 /i g£> I g GTfeSo S EM£±fc^ TOM&fl^tf^SftSo fiff^© 

s&K (i i 6sa) x -^xtamsstu ^tra^a^^n, ^ltm^ 
#»€>ns 0 2 c 3<MBsnfc^;i/-7£flt-s¥^JMMM\ o. 054 

gT&Stf, 3E7»it 0. 5 4 5 g©TOJISiS*&WLfco 05B& 
, ©7^Xffi|[fiTHT 1 0 8 OM #43 £^2 0 0-2 5 Omm') 


(334) 2002-543093 
ti\ 1 00pg©2C3 ( n = 9 ) , 3E7 ( n = 1 1 K nyh n— )]/ I g G 

(n = i i) x trz^im-k^k ( n =i i) #ffli^T, mmfticumztirz 

[HI] 



\%>\%**%h. (nM) 




(336) #^2 0 0 2-5 4 3 0 9 3 


[03 B] 



' ' ' I * ' ' 1 J * * 1 ' | ' ' ' I | ' * ' > \ I I I I j I I r I | | IT I j T I T 1 ) I I T l'[ I T I t 

10 20 30 40 50 60 70 80 90 100 110 120 


(337) #g 2002-543093 

[0 5] 

1600t , .. . , 



I ' 1 1 1 ] ' 1 ' ' I 1 ' 1 1 I » 1 ■ ' I ' ' ' ' I ' ' I * I I I I i I I I I I I I I I T | I I I I | I I I r 

10 20 30 40 50 60 70 80 90 100 110 120 


22Q(K 



35 


(338) #a 2002-543093 

HItBB] ¥$1 3*P1£ 1 1 B (2 0 0 1. 1. 1 1) 
im&ttiE 1 1 

miEMmmm^ mmm 
miEM^m^^ oi66 

[tilE^te] 

[0 16 6] 

0 7/8 4 6, 3 4 9^f ; HOHO 8/2 0 5, 3 3 0 (7fcffl#I^5, 8 5 5, 
8 6 6i) ; |5im'0 8/3 5 0, 2 1 2 S§ OKlIl^fF^ 5 , 9 6 5, 1 3 2f) 
;(rI^0 8/2 7 3, 5 6 7^ ; IrI^O 8/4 8 2, 3 6 9§ (j^M#I^6, 
0 9 3, 3 9 9§; HOiSO 8/4 8 5. 4 8 2^:^0 8/4 8 7, 4 2 7f 
1^ 6 , 0 0 4, 5 5 5§) ; |BJ^0 8/4 7 9, 7 3 3^1 0fc|II#fF 
mm5, 8 7 7, 2 8 9-Sf) ; *5<fc tflRlgg 0 8/4 7 2, 6 3 1 ;^08/4 
7 9, 7 2 7^:fc£tf|5)SgO 8/4 8 1 , 9 0 4§ («fF^6, 0 3 6, 9 
5 5-5§) o 
[^$IE2] 

mmmmm&i mmm 
mrnmsmza ons 

MuDuS] 
MlE<DftS] 

[0 17 8] 

*W*ffl^*t##i:LT#><?*^ffl^nS : #@tHBS#^0 7/8 4 6, 
3 4 9; 0 8/2 0 5, 3 3 0 (tKI1#|^5, 8 5 5, 8 6 6f) ; 08/3 


(339) $$a 2002-543093 

5 0, 2 12 QRHf#fFfg5, 965, 132 ^f) ; 0 8/2 7 3, 5 6 7 ; 0 
8/4 8 2, 3 6 9 ORB#fFfg 6, 0 9 3, 3 9 9§i 0 8/4 8 5, 4 8 2 
; 0 8/4 8 7, 4 2 7 ORS#fFl?6, 0 0 4, 5 5 5§) ; 0 8/4 7 9, 
7 3 3 OfcH#fF^ 5 , 877, 2 8 9f) ; 0 8/4 7 2, 6 3 1 IfcitfO 
8/4 7 9, 7 2 743^^0 8/4 8 1, 9 0 4 0KI1#^6, 0 3 6, 9 5 
5^) o 

mmm 3 ] 

[IflEttiUlg^] 0 4 2 3 

[ffilEOl*]^] 

[0 4 2 3] 

OT©ft§M3<ktftfim«»4, tt(*0*filWft*im^^« (InVEGFftft 
OscFv, F v, Fab' , Fa b&<fctf F (ab* ) 2 77^> hfc^t? 

^*£##£LTMttl$£&ffl£na :^S#I^5, 8 5 5, 8 6 6^;^ 
5, 9 6 5, 1 3 2^;|q]^6, 0 5 1, 2 3 0^§;[q]if6, 0 0 4, 5 5 5^ 
; 43<fctf|S|^5, 8 7 7, 2 8 9# ; fc^tftC^S^fFajSg^O 8/4 8 2, 3 
69^(1998^10^2 OBlcmmffim&b^kfrftrz) o WO 9 8/ 

4 5 3 3 1 t^fc, mb<mmm.. %mmm. ^^mmmm^m.m (c d 
immiE 4 1 

BiiIE#£ySS£] 0 4 2 7 

[*iIE<Dl*l^] 

[0 4 2 7] 


(340) #g 2002-543093 

hfottrntZ^?? YZVt LTOxt? h-7©m&&&#W£ft3o wo 9 
6/3 2 4 7 8«u d©<k9ftS1il5«:$P>lCattWrSBWOfc:46^ ffllfflS^ 

(1 oop) fi*©3"OJX±07^yK©^T*feSo WO 9 8/ 
4 5 3 3 1 (DV-)K~iy]y^-/^~m^^h~yi±. *fgB^^±ttC^fflT^fc 

[¥M*f IE 5 ] 

RfuEfcf#ygB£] 0 7 0 3 
[0 7 0 3] 

m*mmmi£*i2> - ^mmms, 8 7 7, z^^^^xsK^mm^mm 

0 8X4 8 2, 3 6 9^ 0£H#fF^ 6, 0 9 3, 3 9 9 ^ ; 1r1% 0 8 / 4 8 5 
, 4 8 2^f ; IwjfgO 8/4 8 7, 4 2 7^ («fF^6, 0 0 4, 5 5 5^) 
; |B]fg0 8/4 7 9, 7 3 3 ^ 0KH#fFlg 5 , 8 7 7, 2 8 9^) ; IrJUO 8 
/4 7 2, 6 3 1 -^fe^tflBjUO 8/4 7 9, 7 2 7 -Sf&cfctfP^! 0 8 / 4 8 1 
, 9 0 4^(^1^6, 0 3 6, 9 5 5^)o 


(341) &g 2002-543093 

HffcBB] ¥$1 3¥5;§9B (2 0 0 1. 5. 9) 

i^mmm 1 ] 

umnm.^^ 0007 

[0 0 0 7] 

m2ftfc^-ti-lCttLTmmm?%WMzt% (Huang^ 1 

9 9 7 ; Kmm^Wi 5 , 877, 2 8 9. IrJ|!6, 004, 5 5 5^§, fc^M 

%6. 093. 39 9^-c mm& o t? l smftmzMmikmcmmt & z t a, 

T3 0 *H#fFlg5, 8 7 7, 2 8 9#£fE«£ft£<i:3fc:, £ 5 &ffil«4t 


(342) 


<8^2 002-543093 


mi 


INTERNATIONAL SEARCH REPORT 


Inte • 'onat App(l cation No 

PCT/US 00/11367 


A. CLASSIFICATION OP SLSJECT MATTER 

IPC 7 C07K16/28 A61K39/395 C12N5/2Q 
A61K38/18 A61P35/G0 


C12N15/13 G01N33/577 


According to International Patent Classification (IPC) or to from national cfasstfltfltion and IPC 


B. FIELDS SEARCHED 


NUntrraim documentation searched (ciassfli cation system followed t»y classification symbols) 

IPC 7 C07K A61K 


Documentation searched other than minimum documentation to the oxter* that euoh documents are included in trio fields sea/chsd 


Electronic data base consutred d urine tne toternetJonal seorcn (name of oala Dase ana. m&v pracjcal, search terms used) 

BI0S1S, MPI Data, EPO-Intemal, PAJ, MEDLINE, EHBASE 


C. DOCUMENTS CONSIDERED TO BE REUEYANT 


category* 

Citation of docurnera, with ir^caOon, wnere appropriate, of trie relevant passages 

Refervert to claim No. 

X 
Y 

BREKKEN ROLF A ET AL: "Vascular 
endothelial growth factor as a marker of 
tumor endothelium." 
CANCER RESEARCH, 

vol. 58, no. 9, 1 May 1998 (1998-05-01),. 
pages 1952-1959, XP0Q0918910 
ISSN: 0008-5472 
abstract 

page 1952, column 1, paragraph 2 

page 1953, column 1, paragraph 4 -column 

2, paragraph 3 

page 1953, column 1, paragraph 7 

1-3,11, 

15,34, 

36,42, 

52-62, 

66-68, 

72-77 

4-10, 
12-14, 
16-29, 
35, 

37-41, 
44-51, 
63-65, 
69-71 

| X[ Further documens are listed h the continuation oi box c. 

|)( | Patent family members are listed lr» am** 

0 Special categories oi cited focumerils ; 

"A" dooiment defining tha general atetecfthe artwtiich bnot 

considered to be of panfuuiar retevarce 
*E* carter docum«rt but published on or after th© jrrtornattonat 

Sing date 

"L" document which rnay throw ooutts on phortty dam's) or 
which is cited to establish the publication date ol another 
citation or other special reason (as specified) 

'<y document ret erring to an oral disclosure. u», exhibition or 
otner means 

*P* document published poor lo tho intamstoml fffing date but 
tatorthan the prforty date claimed 

T later document publt^henj otter the international fffino date 
or priority date and not in conflict with tho application but 
cited to understand tne principle a meory underlying tie 
invention 

'X* document of particular relevance; tha claimed invention 
cannot be considered newel or cannot be considered to 
involve an krvsndve step when tie docurort is taken atone 

'V document ol particular rotovanca tho datroeC invention 

cannot be considered to invoke an inventive stop when the 
document is combined with one ot more othw cucndOCU- 
mens, such combination being obv bu? tp a person aUDed 
m the an. 

docuTKni member ot JTib sarna patent famity 

oateoitne 

actual compbtbn ot me (ntBrnaitanai search 

Date of raiting of tho intemctionol search report 

6 

October 2000 

1 a A), oo 


Name and moiling address ot tho ISA 

European Pater* Office. P.B. 581 B PattrrrHaan 2 
NL-22S0HV Rijswijk 

T»L (-01-70) 340-2040, Tx, 31 851 cpo nl ( 
Fax (4-31-70)340-3018 

Authorized officer 

Montrone, M 


Rvr» PCT/IS/Ca-tC (MeondtthMlt(Jufy 1003) 


page 1 of 4 


(343) 


#^2 002-543093 


INTERNATIONAL SEARCH REPORT 


(nte on*| Application No 

PCT/US 00/11367 


CCConlinuotlon] 00CUMENT5 CONSIDERED TO BE RELEVANT 


Category* 


OtaUon <M document, with indication, where appropriate, at tha retevarrt passages 


Relevant to claim No. 


page 1954, column 1, paragraph 3 

page 1954, column 2, paragraph 2 

page 1957, column 1, paragraph 2 -column 

2 S paragraph 2 

page 1956, column 1, paragraph 2 

MULLER YVES A ET AL: "Vascular 

endothelial growth factor: Crystal 

structure and functional mapping of the 

kinase domain receptor binding site," 

PROCEEDINGS OF THE NATIONAL ACADEMY OF 

SCIENCES OF THE UNITED STATES, 

vol. 94, no. 14, 1997, pages 7192-7197, 

XPQ00918906 

1997 

ISSN: 0027-8424 
abstract 

page 7195, column 2, paragraph 2 

page 7196, column 2, paragraph 1 -page 

7197, column 1, paragraph 2 

ORTEGA NATHALIE ET AL: "Signal relays in 

the VEGF system." 

FRONTIERS IN BIOSCIENCE, 

vol, 4, 1 February 1999 (1999-02-01), 

pages 0141-152, XP000940560 

abstract 

page 141 

page 144, paragraph 1 
page 145 

page 146, paragraph 3 
page 148, paragraph 4 
page 150, paragraph 4 
I 


1-3 


16-29 


paragraph 7 
page 151, paragraph 


US 5 877 289 A (THORPE PHILIP E 
2 March 1999 (1999-03-02) 
cited in the application 


ET AL) 


abstract 

column 3, line 40 -column 4, line 20 

column 6, line 47 -column 7, line 42 

column 9, line 11 -column 11, line 62 

column 12, line 2Q 

column 14, line 60 - line 67 

column 60, line 64 

column 82, line 60 - line 65 - 

column 90, lfne 20 - line 45 


1-9,12, 
13, 

15-22, 
30-46, 
51-60, 
63-65, 
74,76,77 


Hxm PCTT15AEIO taartnuoton ot * 


page 2 of 4 


(344) 


4^2002-543093 


INTERNATIONAL SEARCH REPORT 


Intr 'tonal Application No 

PCT/US 00/11367 


C(ComiRuatlon) OOCUMENTS CONSIDERED TO BE RELEVANT 


Category c Citation of document, with indication .whore appropriate, d the r&tevant passaoes 


Relw&nt todafn Mo. 


US 5 855 866 A (BURROWS FRANCIS J ET AL) 
5 January 1999 (1999-01-05) 
cited in the application 


abstract 

column 4, line 2 - line 51 
column 21, line 60 - line 62 
column 27, line 16 - line 34 
column 36, line 34 -column 37, line 51 
column 40, line 1 - line 47 

WITTE LARRY ET AL: "Monoclonal antibodies 
targeting the VEGF receptor-2 (Flkl/KDR) 
as an ant i -angiogenic therapeutic 
strategy. ■ 

CANCER AND METASTASIS REYIEUS , 

voK 17, no. 2, June 1998 (1998-06), pages 

155-161, XPQ0C94Q443 

ISSN: 0167-7659 

abstract 

page 156, column 2, paragraph 4 -page 157, 

column 2, paragraph 1 

page 158, column 1, paragraph 2 -page 159 

HAISMA HO ET AL: "ANALYSIS OF A 

CONJUGATE BETWEEN ANTI-C ARC I NO EMBRYONIC 

ANTIGEN NON0CL0NAL ANTIBODY AND ALKALINE 

PHOSPHATASE FOR SPECIFIC ACTIVATION OF THE 

PRODRUG ET0P0S1DE PHOSPHATE" 

CANCER IMMUNOLOGY IMMUNOTHERAPY, 

vol. 34, no. 5, 1992, pages 343-348, 

XP000918911 

ISSN: 0340-7004 

abstract 

DEONARAIN M P ET AL: "Targeting enzymes 
for cancer therapy: Old enzymes In new 
roles." 

BRITISH JOURNAL OF CANCER, 

vol- 70, no. 5, 1994, pages 786-794, 

XP000654784 

ISSN: 0007-0920 

abstract 

page 786, column 1, paragraph 1 - 
paragraph 4 
page 788; table 1 

-/— 


1-9,12, 

15-22, 

28-46, 

50-60, 

63-65, 

74,76,77 


4-10,35, 
69-71 


12-14, 
37-41, 
44-51 


12-14, 
63-65 


Form PCTflSA;"210 (comnutttcn as taoora snseij (juiy 


page 3 of 4 


^2 0 0 2-5 4 3 0 9 3 


INTERNATIONAL SEARCH REPORT 


Irrtf ionaf Application No 

PCT/US 00/11367 


C.< Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 


Category " CQatlon ol dooumcnt w4th Indtoatton.wtwo appropriate, of the retovant packages 


Relevant to claim Ma. 


P,A 


GI0RSIQ NICK A ET AL: "El llptictne 
conjugated to anti VEGFR2 monoclonal 
antibodies as reagents for targeting 
angi agenesis." 

PROCEEDINGS OF THE AMERICAN ASSOCIATION 

FOR CANCER RESEARCH ANNUAL, 

no, 41, March 2000 (2000-03), page 387 

XP0009189O1 

91st Annual Meeting of the American 
Association for Cancer Research. ;San 
Francisco, California, USA; April 01-05, 
2000, March, 2000 
ISSN: 0197-016X 
abstract 

HUBER 0 ET AL: 0 Vascular endothelial 
growth factor receptor (VEGFR-2) antibody 
therapy combined with conventional 
chemotherapy inhibits growth of 
established tumors 1n mice." 
PROCEEDINGS OF THE AMERICAN ASSOCIATION 
FOR CANCER RESEARCH ANNUAL , 
no. 4l t March 2000 (2000-03), page 567 
XP000918903 

91st Annual Meeting of the American 
Association for Cancer Research. ;San 
Francisco, California, USA; April 01-05, 
2000, March, 2000 
ISSN: O197-016X 
abstract 


15-19, 
42-46, 
52,54-60 


15-19, 
42-46, 
52,54-60 


F«m PCT/ISA/21Q (eonlmuttion Ol MCcnd tAtti) {Jut] 1802} 


page 4 of 4 


(346) 


^2 0 0 2-5 4 3 0 9 3 


INTERNATIONAL SEARCH REPORT 


national application No. 
PCT/US 00/11367 


Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 


This International Search Report has not been established in respect d certain claims urxfcr Article 1 7(2)(e) for the following reasons: 

1. |x] CloirmNoa.: 

because they relate to subject mater not required to be searched by this Authority, namely: 

Although claims 43, 52 to 57 and 73-82 are directed to a method of treatment 
of the human/animal body, the search has been carried out and based on the 
alleged effects of the compound/composition. 

2. Q Claims Nos.: 

because they relate to parts of the International Application that do not comply win the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 


3. Q Claims Nos.: 

because they are dependent claims and are not dratted in accordance with the second and third sentences of Rule 6.4(a). 


Box II Observations where unity of invention la lacking (Continuation of item 2 of f irst sheet) 


This International Sear erring Authority found mult pie inventions in this international application, as follows: 


□ As all required additional search fees were timely paid by the applioant, this International Search Report covers all 
searchable daims 


2. | ~| As all searchable daims could be searched without effort justifying an additional fee. this Authority did not invite payment 
ol any additional tee. 


3. | ) As only some of the required additional search fees were timely paid by the applicant, the International Search Report 
1 — i covers only those ciafrns for which fees were paid, specifically claims Nos.: 


4. [""J No required adtftional search fees were timety paid by fie applicant Consequently, this international Search Report is 
restricted to me invention first mentioned in the claims; i is covered by daims Nos.: 


Remark on Protest 


| | The additions) search fees were accompanied by the appicant's protest. 
| [ No protect accompanied the payment of additional search fees. 


Form PCMSA/21 0 (continuation of first sheet (1)) (Judy 1938) 


13^2 00 2- 


5 4 3 0 9 3 


INTERNATIONAL SEARCH REPORT 

Inform ali on on p«t«nt family mambers 


Intf lontf Application No 

PCT/US 00/11367 


Patent documonl 

Publication 


Patent family 


Publication 

cited in search report 

ddte 


members) 


data 



Uo 

DODDOOO 

A 

A 

Ub-vl-1999 



AU 

TftOOCft 

s 

D 

13-02-1999 



All 

AU 


A 

no no i fine 

09-02-1996 



DD 

on 


* 

A 

21-10-199/ 



LA 

£194 io9 

A 

or A 1 1 ftftC 

25-01-1996 



CD 
tr 

fl771 91 £ 
U/ / It 10 

A 
A 

R7 #1C TOQ7 



Ull 

7RQ7fi 

A 
A 

9Q— /IT —.1 QQQ 



ID 

Or 

lUbUbi*;/ 

T 
1 

1C nr i OOO 

^D-ub-iy»o 



MZ 

288883 

A 

23-12-1998 



WO 

9601653 

A 

25-01-1996 



Ub 

0030955 

A 

A 

i a no or\t\f\ 

14-03-2000 



us 

6093399 

* 
A 

2b-U/-2QG0 



us 

6004555 

A 

21-12-1999 



us 

5965132 

A 

to t a i Ann 

12-10-1999 



us 

5776427 

A 

07-07-1998 



us 

5660827 

A 

26-08-1997 



us 

5863538 

A 

26-01-1999 



us 

^ A ^ * A A A 

6051230 

A 

•% f\ fm m A AAA 

18-04-2000 



AU 

3737893 

A 

05-10-1993 



CA 

2131528 

A 

16-09-1993 



EP 

0627940 

A 

14-12-1994 



WO 

9317715 

A 

16-09-1993 



US 

6004554 

A 

A. 4 <ff A 4 AAA 

21-12-1999 

US 5855866 A 

05-01-1999 

us 

5965132 

A 

12-10-3999 



us 

5776427 

A 

07-07-1998 



us 

5660827 

A 

26-08-1997 



us 

5863538 

A 

26-01-1999 



us 

6051230 

A 

18-04-2000 



us 

6036955 

A 

14-03-2000 



us 

5877289 

A 

02-03-1999 



us 

6093399 

A 

25-07-2000 



us 

6004555 

A 

21-12-1999 



AU 

3737893 

A 

05-10-1993 



CA 

2131528 

A 

16-09-1993 



EP 

0627940 

A 

14-12-1994 



WO 

9317715 

A 

16-09-1993 



us 

6004554 

A 

21-12-1999 



1 (wrrty (July l»tt) 


(348) 


#^2 002-543093 


(51)Int.Cl. 7 
A 6 1 K 
A 6 1 P 


C 0 7 K 
C 1 2N 


C 1 2 P 
(81)|g£ffl 
DE, DK, 


47/48 
9/10 
27/02 
35/00 
43/00 


16/30 
5/02 
5/10 
15/02 
21/08 


1 0 5 
1 1 1 
1 2 3 


ZNA 


EP(AT, BE, CH, C Y, 
E S, F I , F R, G B, G R, IE, I 
T, LU, MC. NL, PT, S E), 0 A(B F, BJ 
. OF, CG, 01, CM, GA, GN, GW, ML, 
MR, NE, SN, TD, TG), A P (G H, GM, K 
E, LS. MW, SD, S L, S Z, TZ, UG, ZW 
), EA(AM, AZ, BY, KG, KZ, MD, RU, 
TJ, TM), AE, AG, AL, AM, AT, AU, 
AZ, BA, BB, BG, BR, BY, CA, CH, C 
N, CR, CU, CZ, DE, DK, DM, DZ, EE 
, ES, F I, GB, GD, GE, GH, GM, HR, 
HU, ID, I L, IN, IS, J P, KE, KG, K 
P, KR, KZ, LC, LK, LR, LS, LT, LU 
, LV, MA, MD, MG, MK, MN, MW, MX, 
NO, NZ, PL, PT, RO, RU, SD, S E, S 
G, SI, SK, SL, TJ, TM, TR, TT, TZ 
, UA, UG, UZ, VN, YU, ZA, ZW 

TtViJ&ftM Ui/yhy 98125, 
x?^- 14304 


F I 
A 6 1 K 
A 6 1 P 


C 0 7 K 
C 1 2N 
C 1 2 P 
C 1 2N 


47/48 
9/10 
"27/02 
35/00 
43/00 


16/30 
5/02 

21/08 
5/00 

15/00 


f-7>K (##) 

4 C 0 8 5 
4H0 4 5 


1 0 5 
1 1 1 
1 2 3 


ZNA B 

C 


(349) 

F2-A(##) 4B024 AA01 Mil BA45 BA61 CA04 

CA07 GAOl GA04 GA11 GA18 

HA08 HA11 
4B064 AG26 AG27 DAOl DAI 4 
4B065 AA90X AA90Y AA93Y AA95X 

AB02 AB04 CA24 CA25 CA44 
4C076 AA95 CC41 CC42 EE59 FF68 
4C084 AA17 NA13 NA15 ZA331 

ZB212 ZB262 
4C085 AA14 AA21 AA25 AA26 AA27 

CC02 

4H045 AAIO AA11 AA20 AA30 BA09 
BA42 BA54 CA40 DA75 DA76 
DA86 EA20 EA50 EA51 


t$a 2002-543093 


